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Alpha Tocopherol (Vitamin E) 


in Obliterative Arterial Disease 


Arthur Vogelsang, M.D. 


CANADA 


LONDON 


The author, as the originator of the use of alpha tocopherol for certain cardiovascular 
conditions,'7:!2 has not published any furthe: material on the use of this agent in 
arterial vascular conditions since January, 1948, It might be of some interest at this 
time, since many more cases have been treated, to lay down general rules for the use 


of physicians who wish to try this means of therapy. 
It is now possible to draw a few broad conclusions as to the mode of action, and it 
is hoped that the cases described below will help us to understand this subject more 


thoroughly. 


CASE REPORTS 


1. Thromboangiutis Obliterans (Buerger's Disease) 


Eighteen cases of thromboangiitis obliterans have been treated, 17 successfully and 


1 case unsuccessfully. In the unsuccessful case the condition became manifest at 64 years 


of age, and while it did not become progressively worse on therapy, no definite improve- 


ment has been noted. Other factors which cannot now be explained may have intervened 


in this unusual case. In the remaining 17 cases the foot or (feet) became warmer. This 


change was often followed by a “tingling, “prickling,” or “burning” sensation. Inter- 
mittent claudication, “rest pains,’ and a cramp of muscle ischemia gradually disap- 


peared; cold tolerance was gradually improved or completely relieved; and all these 


patients were eventually able to resume normal activity. None of these 17 patients suf- 


fered any recurrence of symptoms or of phlebitis, embolism, or gangrene as long as a 


sufficient maintenance dose was maintained. Four of these cases had had amputations; 


1 had had injections of ascorbic acid; 4 had had treatment with tetracthyl ammonium 


chloride; and 3 had had bilateral sympathectomy. All had had various physiotherapeutic 


types of treatment. None of these forms of treatment had reversed the progressive course 


353 
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oi the disease. During my treatment I did not discourage the use of tobacco in any case, 
as I wished to climinate any possible beneticial effect of abstinence as a factor in re- 
covery. It may be interesting to note that none of these patients was of Semitic origin. 

One patient twice discontinued the medication for reasons of economy, and cach time 
began to show recurrence of symptoms. Each time that he resumed the medication, his 
symptoms disappeared. Another case changed to a preparation of inferior potency and 
suffered a recurrence, but recovered completely on being restored to the proper treat- 
ment. In none of these cases was physiotherapy, Buergers exercise, or other than the 
ordinary foot covering used, once the tocopherol therapy was initiated. No other medi- 
cation was used except for my usual practice of giving a daily polyvitamin capsule con- 
taining minimal daily requirements of vitamins A, B complex, C and D. One would 
scarcely maintain that this capsule would have a curative effect. 


Panent C. M.. a male, 42 years of age, was first scen in January, 1948) A minor trauma to 
dial surface of the mght thigh in 1945 resulted seven months hospitalization with 

thrombophlebitis complicated by three pulmonary emboli and loss of arterial: pulsations in’ the 
right leg and left arm, Bilateral lumbar sympathectomy and 12 injections of tetracthyl ammonium 
chloride had no beneficial effect. He had been diagnosed as thromboanguitis obliterans. When 
seen by the author, he had been unable to work for three vears and was sitting at a caretully 
measured distance from a gas heater to keep his legs from becoming too warm or too cool, This 
chair and bis bed were the only two locations he could occupy, Walking the distance of 30. feet 
trom one to the other caused aching in the arch of his might foot and mght gastrocnemius, No 
pulsations were present at the left wrist and antecubital fossa nor at the right ankle and right pop 
liteal region. Blood pressure in the left arm and right leg was zero. He was given 400 inter 
national units alpha tocopherol daily. In three weeks he had returned to work as a baker and 
has romaimed constantly on 72 hour a week duty ever since. He is on his teet carrying trays, ete 
most of the time. By March 2, 1948, the blood pressure in the left arm was 112/90 and in the 
neht leg 100/90. By April 8. 1948, the blood pressure in the lett arm was 130 90 and in the 
right leg, 170/125 

This man, after a 12 hour days work, walks about 12 blocks to his home in any weather, al 
though occasionally this may cause slight aching in the arch of his right foot. He still takes 300 
international units alpha tocopherol a day 

My first case of thromboangiutis obliterans treated successfully with vitamin’ and which 
the diagnosis had been established by biopsy following amputation, was described previously+ 


Some corroboration of the action of alpha tocopherol in arterial obliterative lesions 
may be found in the references to Boyd ct al,""'' although those investigators did not 
employ the medication in the amounts [ use. 

When we remember that the essential pathology found in thromboangiitis 1s prolitera- 
tive and that the spastic factor is relatively minor, it seems to the author that treatment 
directed at relieving arterial spasm can be of purely temporary or neglible value in the 
long run. In contrast to this, we see here a means of therapy which promotes more and 
more improvement as time goes on 

In some cases of Buerger’s disease it was noted that at the time the limb became 


warmer. a certain amount of subcutaneous edema was seen. The venous return had 


probably become partially thrombosed because it had become adapted to a much smaller 
flow of blood from poor arterial blood supply to the limb. After a short time, with 
improved arterial circulation (usually a week or two), the edema would gradually dis- 
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2. Diabetic Gangrene and Perforating Ulcers 


Twelve cases, ranging from complete occlusion above both knees with loss of all 
popliteal pulsation to simple perforating plantar ulcers were treated. Since the alpha 
tocopherol affects the insulin requirements most markedly and suddenly in the aged,’ 
great care in watching the blood sugar is mandatory when using this treatment, and 
the patient should, of necessity, be hospitalized to facilitate observation. All cases showed 
complete recovery of the vascular lesion. An interesting feature of 5 of these cases of per- 
forating ulcers consists in the observation that within three to ten days even the driest 
and most avascular would become reddened and discharge quantities of foul pus for 
several days, then heal from below by gradually filling in with red, tender tissue. 
Finally the skin would heal over. Later, in 2 cases, the skin in another area of the same 
foot became reddened, broke down and discharged pus, then healed in. In 1 case this 
happened four times in two months; but has now healed in what appears to be a per- 


manent manner, 
The effect of the alpha tocopherol upon the diabetes has already been described.55 


Patient, D.M., a male, 55 years of age, had developed an ulceration on the plantar metatarsal sur 
face of his left foot six years previously. His diabetes mellitus was discovered then, and he had been 
taking at least 12 units protamin zinc insulin daily ever since. At no time had the ulceration healed 
and when seen on November 12, he showed perforating ulceration exposing the distal end of the 
metatarsal on the left foot as well as an annular ring of ulceration around the base of the right great 


Neither of these lesions showed any tissue reaction or inflammatory response. He was given 300 
units of protamin zing 


toc 
international units alpha tocopherol per day and told to continue his 12 
insulin, At that time his urine was showing 0.25 per cent glucose. After six days the lesions showed 
a definite bloody tissue reaction and these areas were now warm and red. After another weck of 
the therapy he was able to discontinue his insulin and the urine remained free of glucose. By Janu 
ary 18 there was complete healing of the ulcerated areas, and they have remained healed. His electro 


cardiogram taken on November 25, 1948, and January 18, 1949, show left axis deviation and auricu 


lar fibrillation with no significant change 
Another patient, a male of 74, with arteriosclerotic heart disease, diabetes, and a perforating 


plantar ulcer, obtained relief from his cardiac symptoms; his insulin requirements dropped from 45 
to 10 units of protamin zinc insulin, and his ulcer healed, However, he noted severe dysuria and 
frequency. When the alpha tocopherol was halted, his prostatic symptoms were alleviated, and when 
it was resumed, these symptoms returned. The alpha tocopherol may, in this case, have caused some 


aggravation of an old benign prostatic hypertrophy 


As mentioned elsewhere,’ the author has treated some of the most far-advanced 
cases of diabetic gangrene by intramuscular injections of 200-400 units of alpha toco- 
pherol. When this was done, it was found necessary to watch the patient very closely, 
as a profound relative hypoglycemia would ensue four or five hours after the injection. 
This agrees with the finding of Butturini.*° The improvement in circulation with this 
mode of administration is noted within 12 hours, and consequently this method is only 
used in those cases in which a delay of a week in obtaining therapeutic result would be 


dangerous. 


3. Arterioscleroti Gangrene and Indolent Ulcers 


These 42 cases varied from 1 with gangrene of both legs below the knee in which 
there was no popliteal pulsation in cither leg (published previously), to simple in- 
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dolent ulcers, All of these patients showed a return of circulation in the affected areas 
with eventual healing and return of pulsation, except | ulcer case who followed treat- 
ment for four months with no apparent progress. He had had tive operations, dur- 
ing which most of his superticial veins had been ligated and then removed. 

The only application used on these cases was a thin gauze pad coated with plain 
petrolatum jelly. This was applied to the moist exudative areas to prevent stockings 
and bedclothes from sticking. Even though many of the open ulcers were obviously 
infected, all antibioti, chemotherapeuti, and vitamin D local preparations were dis- 
continued. The author believes that no saprophytic organisins will grow on tissue which 
has a good blood supply. This belief was justified, as in cvery case infection cleared 
away in tive or six days. 

It way noted that age seems to play a part in determining the time required tor heal- 
ing. In the older patients the blood supply is much more quickly established and hence 
healing 1s more rapid. In treating arterioscleroti: heart disease with alpha tocopherol, 
one notices that the older the patient, the quicker the response will be. This probably 
ovcury because the older the patient, the greater the sclerotic tactor affecting the arterial 
system, While alpha tocopherol has been seen to be quite effective in acute thrombo- 
phlebitis, it hay had, in my experience, little or no effect on old thrombosed veins. 


DOSAGI 


An oral preparation of natural mixed tocopherols labelled according to its alpha 
tocopherol potency in international unity by rat antisterility bioassay was used*. The 
diabetic cases received 300 international units of alpha tocopherol cach day. The other 
cases received from 300 to 700 international units a day tor the tirst tew weeks, with 
4 maintenance dose of not less than 300 units, Since this paper was first written, I 
have routinely used an initial dose of 600 international units daily on all arterial vas 
ular cases, with the exception of the diabetics 

As IT have already pointed out in connection with cardiovascular disease,' it is most 
important that the physician prescribe cnough alpha tocopherol to handle the case ade- 
quately” The physician must be carctul not to reduce the maintenance dose below th 
threshold of the individual patient, and particularly in arterial vascular disease is it neces- 
sary that the initial dose be high cnough to obtain a therapeutic effect. No harm can 


be done by increasing the initial dose cach week until there is some beneticial re sponse 


CONCLUSIONS 


The experience with these cases of diverse ctiology but with one Common factor, that 
of a detiient blood supply, leads the author to the following conclusions: (1) Alpha 
tocopherol in sufficient dosage exerts a nonspecit. capillary dilating effect in those areas 
in Which the blood supply is not adequate, (2) It encourages the growth of new capil- 
larics into old sxleroti fibrous tissue and promotes resorption of this scar tissue. (3) 
It acts, not by remedying a vitamin deticiency (since a daily dose of 10 mg. will main 
tain a4 normal blood level but have no effect on these lesions), but as an agent which 


must be administered in massive doses to continually exceed a high threshold. (4) 


Supplied by Vitamin Corporation of America Laboratories 
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When this medication is halted, the symptoms will reappear, (5) A_ patient who re- 
sponds to this preparation will always respond to it in the same dosage; 1.¢., no toler- 
ance is developed. 


SUMMARY | 


Results of treatment with vitamin E (alpha tocophercl) in 10 cases of thromboangiitis 
obliterans, 12 of diabetic gangrene and perforating ulcers and 42 of arteriosclerotic 


peripheral vascular disease with gangrene or indolent ulcers, are described, With the ex- 


ception of 1 case of indolent ulcer and 1 of Buerger’s disease, all these cases showed 


restoration of circulation with healing. Both sexes and all ages from 31 to 84 are included. 


In most of the successful cases definite improvement was noted in tive to ten days, 


although those with arteriosclerosis obliterans without surface lesions sometimes re- 


quired six or cight months before detinite improvement was noted. 


Most of the patients noted a feeling of warmth, “burning,” “prickling,  etc., in 


some cases amounting to quite severe pains for a short time after therapy began. This 
was most marked beginning about three or tour days after commencing treatment 


In none of these cases was any ancillary treatment given. It was found that the medi- 


cation must be continued at a proper level indetinitely. 
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Histamine in Mental Disorders* 


Paul E. Kaufmann, M.D., Psychiatrist 
|]. A. Mendelson, M.D., Superintendent 


DAYTON STATE HOSPITAL, DAYTON, OHIO 


Recent developments in psychiatry indicate a return from psychologic dynamics to 
organic or biochemical disturbances in. psychiatric disorders, One of the biochemical 


substances which at present is under observation for its effects on mental disorders is 
histamine. Most of the material in this report is based on the research work of the 
late Dr. Johann van Ophuijsen, Drs. Sackler, and their associates, done in the Creed- 
moor Institute for Psychobiologic Studies at the Creedmoor State Hospital, New York, 
and at the van Ophuiysen Center, New York.+ 


PHYSIOLOGY AND PHARMACOLOGY OF HISTAMINE 


Histamine is an amine derived from histidine, an amino acid, by removal ot the 
carboxyl group. It is found presumably in all tissues — particularly in leukocytes, the 


kidney, and lung where proteins are broken down by putrefactive organisms. the 
| intestinal tract it 1s formed by the action of bacteria of the colityphoid group on the 


amino acid histidine. It occurs also in the putrefaction of meat and in ergot preparations. 
Because of the resemblance of histamine shock to surgical shock, peptone poisoning, 
and anaphylactk shock, histamine has a wide variety of phystologi cffects of great 


interest pharmacologically. 
Administered orally, histamine has no effect since it 1s destroyed in the intestinal 


tract 


The concentration in normal blood amounts to 1-8 mcg. in 100 «&. of blood, how. 


ever, when given intravenously or subcutaneously in signitiant pharmacologn dosages, 


it produces direct stimulation of the tone and rhythm of the smooth muscles and lowers 


the blood pressure by dilating the capillaries, This increased capillary permeability 


causes a decrease in the blood volume which, in turn, causes diffusion of plasma into 


the tissues. 


Besides this action on the minute vessels, histamine causes contraction of the smooth 


muscles, especially of the uterus and bronchi, The peristalti snovements of the gastro- 


intestinal tract are accelerated, and respiration may be detinitely altered by strong 


bronchoconstriction. It has only little action on the nervous system except: perhaps 


4 moderate depression of all activities. It stimulates the salivary, gastric, pancreatic, 


and lacrimal glands, and there is no effect on the voluntary muscles. 


The toxicology of histamine includes what is termed /Aistamime shock. The blood 


Stugnates in the minute vessels and the central vessels are depleted of blood. The cor- 


puscular blood is retained in the minute vessels, and much of the plasma tinds its 


*Presented by Dr. Kaufmann at a meeting of the neuropsychiatric section of the Montgomery 
County (Ohio) Medical Society 


tThat the research work of these investigators has aroused a great deal of interest is ascertained 


by the fact that the Creedmoor group was recently awarded the First Prize for Scientific Research 
by the New York State Medical Society 
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way into the tissue spaces. There is much evidence that anaphylactic shock and allergi 
disorder are essentially manifestations of histamine poisoning. 

The symptoms of histamine poisoning are: flushing of the face, headache, saliva- 
tion, lacrimation, bloodshot conjunctivas, general depression, dithculty in respiration 
due to bronchial constriction, acceleration of pulse, fall of blood pressure, and, in ex- 


treme cases, collapse and shock. 
Histamine is not excreted by the urine but is destroyed in the tissues by histaminase, 


an enzyme. 


HISTAMINE IN OTHER FIELDS OF MEDICINI 
Histamine cephalalgia, described as histamine headache by Horton! of the Mayo 
Clinic, is a vascular headache amenable to treatment by desensitization with small doses 
of histamine administered subcutancously. The following are also histaminic in etiology: 
Meniere's disease, migraine, allergi reactions to insulin, Chronic urticaria by intravenous 
administration, retrobulbar neuritis, and Burgess disease (intra-arterially and, recently, 


in multiple sclerosis. ) 

Histamine is used as a diagnosti procedure in the examination for gastric anacidity, 
for determination of the circulation time, and in histamine skin reactions. 

When a minute drop of histamine iy injected into the skin, a triple response oc- 
curs; first, a purple spot appears, duc to dilation of capillaries, then, a spreading flare 
due to dilatation of the arterioles; and, tinally, the appearance of a wheal which rep 
resents local edema, due to transudation of fluid from the capillaries. In normal per- 
sons, this reaction occurs within two and one-half minutes and ts completed in tive 


minutes, In cases of impaired circulation reaction ts delayed, reduced, or incomplete 


USP OF HISTAMINE IN: PSYCHIATRY 

Although Dr. van Ophuijsen? and his group were not the first to consider hista 
mine as a possible therapeutic agent tor the treatment of mental disorder, their rationale 
was original and differed trom that advanced by other groups. As carly as 1935, Gildea 
administered histamine to three catatonic patients without beneficial results. More data 


on the history of the treatment of psychiatri, disorders with histamine cannot be given 


here, but, for those interested, reterence is made to the discussion of this topic by the 
Sackler-Van Ophuiysen group. It should be mentioned that, in 1938, Hill! in Britain 
reported on the use of histamine in the treatment of schizophrenia and other mental 


diseases. He was induced to try treatment of nontoxic doses of histamine and insulin, 


because many of the poisonous symptoms seen during shock therapy can be shown to be 


4 composite of symptoms produced by large doses of insulin and histamine, He claims 


a higher percentage of improvement than with the convulsive treatment in cases of long 
standing. His dosage was 0.5 mg. of histamine, together with 10 units of insulin, 

All psychiatric disorders must ultimately be traced to defective functioning of living 
cells due to disordered or altered neuronal metabolism. Since it ts well known that 
tissue anoxia gives rise to psychopathology, the investigators first employed histamine 
as a biochemotherapeutic agent in the belief that it would rectify the presumed anoxia, 
through cerebral capillary vasodilatation, and enhance transcapillary exchange. As they 
reasoned first, it was the disturbance of the cerebral oxydation which they considered 
the clement common to a wide variety of psychiatric manifestations. In this connec- 
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tion they relate to the well known psychiatric states which are close to certain psychoses 
and psychoncuroses, given as tollows: 

1. The euphoria and loss of judgment of the high altitude flyer in the absence ot 
supplemental oxygen. 

2. The agitation of the patient in the second stage of anesthesia, especially when 
nitrous oxide is used. 

3. The delirium of the pneumonia patient with cyanosis, This delirium is said to 
be due not to toxemia, but to lack of oxygen. 

i. The psychiatric manifestations ranging from neurasthenic symptoms to psychoses 
and encephalopathics, when carbohydrate oxydation is distupted by thiamin and nivo- 
tink acid deticiencies, These vitamins play an important part in the oxydation of glu- 
cose, Which substance is present in the brain tissues in the same concentration as in 
the blood. 

5. It is well known from our experience on the wards that when the barometric 
pressure is low, and therefore the oxygen tension of the blood is lowered, our patients 
agitation increases and suicidal attempts are more common. 

Research workers, on the basis of the observations and considerations just men- 
tioned, linked the beneticial effect of electric shock therapy (E.S.T.) to its ability to 
correct. a metabolic dysfunction in cerebral metabolism, concluding that a vasodilating 
agent was liberated by the passage of an electric current through living tissue (in our 
case, the brain). They pointed to the fact that there is an increase in gastric hydro- 
chloric acid in the course of E. 8. T. which could be duc to the effect of a histamine: 
like agent released by shock. 

In this connection, it is interesting to note that in insulin shock there is also an increase 
in the histamine content of the blood. 

To summarize, the investigators believed, first, that histamine would act as a capil- 
lary vasodilator and thus enhance transcapillary exchange, resulting in better oxygen 
supply to the brain tissue. However, in the course of their study there emerged the 


possibility that, in addition to local cerebral effects, histamine might also intluence cere- 


bral physiology through its action upon the pituitary-adrenal, gonadal-thyroid relation- 
ship. To express it in the shortest possible way, there seems to be a counterbalancing 
relationship between adrenal hormones and histamine and the so-called functional psy- 
choses (schizophrenic, manic depressive, involutional, and puerperal). The toregoing 
might be an expression of uncompensated adrenal cortial hormone dysequilibrium, The 
supposed beneticial effect of histamine in these disturbances might be a neutralization 
of the increased output of adrenocortical hormones by histamine. There 1s now much 
evidence that sex steroids, thyroid, insulin and electro convulsant therapy (E. C, T.) are 
associates of histamine which have at least one common physiologi: denominator, namely, 
some type of anti-adrenal cortical effect. 

Before mentioning the physiologic findings which might prove the presence of such 
4 common denominator, let us return to histamine. Our investigators made the tollow- 
ing interesting observations: 

1. As a group, the psychotic patients tolerated SO per cent more histamine than the 


honcurotics. 
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2. Histamine tolerance varics with the severity of the psychosis; it seems greater in 
hospitalized than in nonhospitalized psychotics. 

3. Histamine tolerance seems to be reduced by the sex steroids and thyroid. 

1. Ability to tolerate histamine seems to be increased in the presence of agitation, 
depression, and anxicty, and appears to decrease with clinical improvement, 

The physiologic tindings which suggest that sex steroids, histamine, insulin, and 
thyroid may work in the same direction, exerting some type of anti-adrenal cortical 
effect and thus being instrumental in improving psychotic symptoms which might be 
due to a disruption in the equilibrium between the adrenocortical hormones and their 
opposing forces (better called antidynes: the gonadal hormones, thyroid, histamine, in- 
sulin and, possibly other hormones) are as follows: 

1. As mentioned before, thyroid and the sex steroids reduce the ability ot the psy- 
chotic to tolerate histamine. 

2. Sex steroid, histamine, insulin, and E. C. T. cause an upward shift in the resting 
cosinophile level. 

3. These hormones cause an increase in the lymphocyte-neutrophil ratio in favor of 
the lymphocytes, 

i. The administration of adrenocorticotrophic hormone (ACTH), adrenocortical 
hormone (ACH) and ACH-like substances, given in large quantities for a long enough 
period of time, will produce or activate psychoti-like or schizophreni-like disorders in 
4 significant number of individuals. 

It is desired to claborate a little more on the effect of the adrenal cortex upon the 
hemopoietic system, especially on the cosinophiles. When ACTH 1s administered or 
adrenocortical hormone, i.¢., cortisone, the cosinophile count in the peripheral blood 
drops markedly. The rise in the cosinophile level, caused by successful biochemotherapy 
with substances like histamine, sex steroids, and insulin, and the tact that this upward 
rise 1s accompanied by clinical improvement in psychotic patients, predominantly schizo- 
phrenics, suggest that these substances have some type of anti-adrenal cortical effect. 

The researchers believe that some of the adrenocortical hormones have a catabolic effect 
which could do damage to the neuronal nucleoprotein if there is an excessive output 
which is not counteracted by other hormones. This might be the fundamental bio- 
chemical factor in the etiology and pathogenesis of certain psychoses. Interesting, though 
highly speculative, are the considerations of our investigators concerning the applica- 
tions of their formulations of the role of hormonal dysequilibria upon the etiology and 
pathogenesis of mental disorders, especially their conclusions about the different mecha- 
nisms of the hormonal activity in psychoses and psychoneuroses. 

The highlights of their conclusions are that they consider a psychosis and a psycho- 
neurosis two distinctly different types of psychiatric disorders, due to their diametrically 
opposed physiologic relations to histamine. Psychotics, as a group, generally tolerate 
enormous doses of histamine, whereas psychoncurotics are relatively intolerant to hista- 
mine, 

The theoretical implications of the invest:gators, in the evaluation of the significance 
of their biologic findings, namely, the tolerance of psychotics for histamine and the 
relative intolerance of psychoneurotics to the same substance, posed the query: Could 
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the difference in histamine tolerance be the reflection in adrenal or other endogenous anti- 
histaminic activity 7 

If we consider the adrenals, then the functional psychoses, as we call schizophrenia, 
manic-depressive psychosis, involutional and puerperal psychosis, might be the ex- 
pression of an uncompensated adrenocortical hormone, positive dysequilibrium; and 
the psychoncuroses might represent a relative adrenocortical hormone, negative dysequi- 


librium. 

Why do two opposed mechanisms, as we may assume in these theoretical considera- 
tions, respond favorably to the same therapeutic agent, namely, histamine? It is a fact 
that some patients in each category do, 

Here, another factor enters the picture: the hormones of the adrenal medulla (AMH), 
essentially adrenaline. Experience has shown that in the psychoncuroses episodes ot 
anxiety, tension, and depression are frequently improved by histamine administration, 
Could this not be due to a counterbalancing influence of histamine on the output of 
excessive amounts of the medullary hormone, thus climinating an adrenal medullary, 
positive, dysequitibrium (AMH plus) 7 

On the other hand, the improvement during histamine administration in’ certain 
psychoses may stem from ats counterbalancing influence on excessive output of adreno- 
cortical hormone, thus preventing the catabolic destructive effect on the protein of the 
neuronal structures. 

In trying to relate these speculations ot biochemical nature to the definite differences 
in the clinical picture of schizophrenia and psychoncuroses, the following highly spec- 
ulative conclusions could be drawn: 

1. In the psychonecuroti, a transitory anoxia of the neuronal structures might exist, duc 
to deficiency in oxygen delivery Caused by adrenal medullary dysequilibrium with its effect 
on circulatory distribution, This could lead to a neuronal disruption, more functional than 
organi, in nature, expressed Clinically in a disturbed response to reality. 

2. Ina schizophrenk, the progressive disruption and destruction of neuronal protein 
structure, through the protem-catabolizing action of adrenal cortex hormonal, positive, 
dysequilibrium (ACH plus), may lead to depersonalization, withdrawal, and progres 
sive inability to react to external stimull, 

Should these formulations turn out to be valid and tind confirmation through sub- 
sequent investigations, the term functional psychosts may disappear and the psychosis 
will be considered as a dysfunction resulting from micro-organic changes, the patho- 
login -anatomic basis of which we might detect by future, more retined staining methods. 


INDICATIONS AND ADMINISTRATION OF HISTAMINI 

Abandoning, now, the speculative foundations of nonconvulsive biochemical therapy, 
4 concise yet practical procedure outline for the administration of histamine follows 
It is the technic which is used in the Creedmoor Institute for Psychobiologic Studies at 
Creedmoor State Hospital, New York, formerly under the direction of the late Dr. van 
Ophuijsen and the three brothers, Drs. Sackler. 

First of all, who should receive histamine treatment? Regrettably, on the basis ot 
the findings to date, no strict indications can be formulated; however, certain impres- 


sions have been gained. 
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Of the psychoses, the largest experience has been with the schizophrenics, hospitalized 
and nonhospitalized. Of all subdivisions, subjective relict reported by the patients 
and improvement noted by staff and family and proved by the change in the psycho- 
logic tests, histamine has been demonstrated to be the therapy of choice. A decisive point 
is that histamine is started carly and that those patients who are histamine-refractory are 
immediately given subcoma insulin or E. S. T. 

Manic-depressive depressed symptoms may be alleviated or terminated by histamine 
cither alone or together with insulin and E. S. T. As to manic-depressive, manic and 
mixed, the indication has not yet been tested adequately. 

As to involutional psychoses, histamine might be tried for its beneticial effect on the 
depressed mood of melancholics and for its facilitating psychotherapy, and for its poten- 
tiating effect on E, C. therapy. There is, however, not much evidence that paranoid 


involutionals have been benetited by histamine. 

Regarding the psychoncuroses, histamine has helped to alleviate or terminate the acute 
attack of anxiety and depression in conversion and anxiety hysteria, In psychasthenia and 
compulsive states, some symptomatic improvements might warrant further trial. 


Preparatory to treatment, cach patient should have a careful physical, psychiatric, and 
psychologic work-up. Important, especially, are history or signs of allergy, cardiovascular 
disease, and peptic ulcer. Also important are psychologic tests comprising Rorschach, 
thematic aperception, figure drawing, and Wechsier-Bellevue, performed before and after 
treatment, as objective criteria for the demonstration of the therapeutic progress. 

It is wise to tell the patient about what might happen and that he should expect flush- 
ing, tachycardia, and palpitations. The patient is instructed to report any untoward feel- 


ings, as apprehension or restlessness. 
Patients are instructed to remain flat in bed until given permission to rise, An adequate 


nursing and medical staff is required, since the cardiovascular reactions must be caretully 


observed and recorded, 
As medication, hypodermic tablets of histamine,* containing 3 mg. histamine phos- 
phate, are used. This corresponds to | mg. histamine base. If 50 such tablets are dissolved 


in 50 cc, of distilled water, one cc. equals | mg. histamine base. 
The patient is put to bed and the blood pressure and pulse rate are taken, It is impor- 
tant that these initial valucs be recorded. For the first 15 minutes, pulse and blood pres- 


sure are taken and recorded every five minutes, and then every ten minutes until both 


have reached approximately the original levels. This usually occurs within 30 to 45 


minutes, At that time, if the first dose has been well tolerated, a second hypodermic of 


0.75 mg. of histamine base is given. This second injection of histamine usually produces 


a milder cardiovascular reaction, which ts probably due to an emergency defense mecha: 


nism, probably of endocrine nature. 

Usually, half an hour after the second injection, the blood pressure again approximates 
the initial level, and the patient is permitted to get up and dress. The whole procedure 
takes about one hour and 15 minutes from the start of treatment, and the patient can 


leave the hospital and go to work if he is an outpatient. 
On each successive day, and with each successive injection, the dosage is advanced by 


*Burroughs Welcome 
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0.25 to 0.5 mg. of histamine base until one or more ot the following reactions are noted; 
Drop in blood pressure to 60 or 50 mm. HG systolic and zero diastolic, A diastolic pres- 
sure of zero with higher systolic pressure is not considered a contraindication to increasing 
the dosage. When the blood pressure level is at 50/0, with no other findings, the doses 
are not advanced. However, if this reaction occurs in conjunction with any of the follow- 
ing side effects, the dose is reduced according to the severity of the reaction, These side 
effects are respiratory distress, precordial pressure, marked restlessness associated with 


apprehension, 

The dosage is maintained without increase at the point at which any one of the above 
reactions appears in from slight to moderate severity. The dose is reduced when any of 
the reactions causes marked distress. If the dose is reduced by 0.25 mg. of histamine base 
or by 0.5 mg. in the higher ranges, then the succeeding injection will usually be well 
tolerated. 

Under these conditions, the largest amount of histamine administered has been 8 mg. ot 
the base (approximately 24 mg. of histamine acid phosphate) twice within 45 minutes 
As mentioned before, the tolerance varies markedly according to certain factors. Hos- 
pitalized patients tolerate higher dosages than nonhospitalized psychotics. More severely 
ill patients can take higher amounts than those with milder manifestations, Young adults 
and middle-aged patients accept higher doses than do elderly people, adolescents, and 
children. Psychoneurotics usually show a low tolerance. 

The treatment is usually terminated after 24 days of treatment. In order to avoid re- 
lapses, it is Wise not to discontinue the treatment too carly, nor to stop treatment when, 
after a few treatments, marked improvement has occurred. Maintenance therapy begins 
at the highest well tolerated dose reached during the four weeks’ course of therapy. 
Therapy may be discontinued after one or two months, if the patient maintains or shows 
progressive clinical improvement. 

The usual reactions during the therapeutic procedure are metallic taste, flush, blood 
pressure fall, tachycardia, headache, nasal congestion, and itching. The bitter metallic 
taste is immediately followed by flushing of the face, which spreads to the neck, upper 
portion of the trunk, and the upper extremities, Generally, the blood pressure falls 
within three minutes and the pulse accelerates. Ten to 20 minutes later, patients complain 
of throbbing or a slight headache, probably a reflection of the cerebral vascular dilatation 
and an increase in cerebral spinal fluid pressure. One must be alert when the following 
alarming symptoms occur: a precipitous fall in blood pressure, marked tachycardia, respir 
atory distress caused by laryngobronchial spasm resulting in cyanosis, precardial pressure 
with or without radiation of pain to the left arm, and restlessness with apprehension 

When systolic and diastolic pressure tail to return to the pretherapy level within 45 
minutes, this is taken as a sign that the maximum dosage has been reached. Milder re- 
actions can be countered by administration of oxygen alone. It this fails to give relict, 
the administration of preparations of epinephrine and adrenal cortex will succeed 

The most extreme reactions observed by Dr. Sackler, which occurred twice in over 
5,000 injections, were as follows: onset with extreme restlessness, apprehension, a cold, 
dlammy perspiration, the facial flush giving way to pallor and followed by a grayish 
cyanosis, At this point, syncope intervenes and pulse and blood pressure are unobtainable 
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Intravenous epinephrine (0.5 to 1 cc. of 1:1000 solution) and adrenal cortex extract 
reversed the dangerous picture dramatically, 

Histamine can be combined with insulin subcoma and with electri: convulsive treat: 
ment. The technic is given in detail by the investigators.* As far as our experience ts 
concerned, I should say that we have scen striking improvement atter a few shock treat- 
ments in cases where histamine treatment had not been of much avail, which ts in line 
with the experience of the New York researchers. 

The clinical responses revealed in those patients benefiting trom the therapy are 
(1) Patients are more alert and able to think more clearly. (2) Irritability, anxiety and 
depression are lessened. (3) Auditory hallucinations have been observed to disappear 
(4) Furthermore, improvement has been noted on psychologic testing. 

Allergic diseases such as hay fever and asthma are contraindications to histamine 
therapy. Such patients show a markedly reduced tolerance to histamine. In severe cases 
the starting dose is reduced to 0.01 mg. histamine base and is gradually increased in an 
attempt to desensitize the patient. With peptic ulcer patients further steps should be taken 
to counter resultant increase in gastric acidity. Antacids should be given. 

Absolute contraindications are symptoms of coronary artery disease, 

Favorable responses are claimed in cases of postpuerperal psychotics and juvenile 
schizophrenics by the administration of massive doses of sex steroids. The rationale of 
this treatment is based on the theory that, in both conditions, there is a deficiency in gon 
adal hormones, representing a hormonal dysequilibrium in tavor of the adrenal cortical 
hormones which is countered by substitute therapy with sex hormones. The protein cata 
bolic effects of the adrenocortical hormones are Opposed by the protein anabolic quality 
of the sex hormones. They administer enormous doses of hormones, LOO mg. of testos- 
terone (Oreton) together with 3.3 mg. of estradiol (Pragynon), in one syringe, daily, 
for four weeks.” 

It might be that we see the first light, the dawn of a new cra in psychiatry which ts 
foreshadowed by these investigations. As a proof that the coming of such an cra was 
anticipated, permit me to cite what Freud,’ who certainly was inclined more psychologic - 
ally than organically, wrote as carly as 1914: 

“We must bear in mind that some day all our provisional formulations in psychology 
will have to be based on an organic foundation. It will then probably be seen that it ts 
special chemical substances and processes which achieve the effects of sexuality and the 
perpetuation of individual life in the life of the species. 

Still more pronounced is a personal statement which Freud once made to van 
Ophuijsen: 

“Tam tirmly convinced that one day all the disturbances we are trying to understand, 
will be treated by means of hormones or similar substances, I am glad it is not yet that 
far, as it gives us the opportunity of investigating what might otherwise be overlooked.’ 
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Robins Introduces New Form 
of Pabalate 


Pabalate-sodium Free has been introduced by the A. H. Robins Co., Inc. of Richmond, 
Dallas and Los Angeles, as a new form of the antirheumatic Pabalate, a synergistic com 
bination of two drugs for maintaining higher salicylate blood levels on lower salicylate 
dosage. Therapeutic indications tor the use of the new product in the rheumatic affections 
are basically the same as for Pabalate, but Pabalate-Sodium Free is especially recommended 
where conditions prevail making it desirable to restrict sodium intake or increase potas- 
sium intake, or both, Each tablet contains Ammonium Salicylate (5 gr.), 0.3 Gm., and 
Para-Aminobenzox Acid (5 gr.), 0.3 Gm. (as the potassium salt). 

Concurrent administration of Pabalate-Sodium Free is stated to permit more effective 
arthritic control on lower ACTH or Cortisone dosage. This is because ACTH or Cortisone 


may so disturb clectrolyte balance that sodium (and water) are retained and potassium 


is lost. The sodium-free antirheumatic is also recommended when the condition is com- 
plicated by congestive heart failure or essential hypertension, with sodium retention as a 
factor, or in pregnancy where sodium intake tends to augment the already positive water 
balance of normal pregnancy with a resultant predisposition to excessive weight gain, 
longer labor and pre-eclampsia. The product is contraindicated in the presence of renal 
insufficiency associated with oliguria or anuria, Pabalate-Sodium Free is available in bottles 
of 100 and 500 Persian rose, enteric-coated tablets. 
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The Role of Pharmacotherapy 
in Abnormal Muscular States and Abnormal 
Movements in Patients with Cerebral Palsy 


Klaus R. Unna, M.D. 


ILLINOIS, CHICAGO 


PHARMACOLOGY, UNIVERSITY OF 


PROFESSOR OF 


We have seen from the previous presentations in this Symposium* that cerebral palsy 
is characterized by diversity in etiology, pathology, and manitestations. In any given case 
the exact etiology is usually difhcult to determine. There is much controversy concerning 
the pathology of the syndrome, tor the gross and microscopic lesions are variegated both 
4s to location and type. Since the individual signs and symptoms of any neurologic dis- 
order are directly reterable to the neurons affected, that is, to the site of the lesion rather 
than to the pathologic nature of the lesion, we can readily understand how a variety of 
disorders may have a basically similar clinical picture. In many ways certain classes of 
cerebral palsy patients show great similarity to older patients with Parkinson's syndrome. 
Several specific groups of symptoms are recognized, and, according to Phelps, most pa- 
tients can usually be placed in the spastic, athetoid, ataxic, rigid, or tremor groups and 
may, in addition, show seizures or convulsions. Some of the cases must be designated 
of a mixed type since they show several sets of symptoms, We shall be solely concerned 
with the status of drug therapy tor the motor disabilities of the major groups of cerebral 
palsy. 

Is it reasonable to hope tor a single drug with which to treat this disease? At this 
time there ts no agent known which has the numerous, but highly selective sites of action 
to treat this protean disorder. It would appear to be wishtul thinking even to consider 
the possibility that any single agent would ever be developed to relieve all the manifesta 
tions of this syndrome, In the past the only drug therapy available has been symptomatic, 
and even this has been unsatisfactory. These agents are often not sufficiently effective and 
leave much to be desired in symptomatic therapy, since they are weak and relatively 
short-lasting. At present drugs have no more than an auxiliary role in treatment, and 
pharmacotherapy is contined to relief of symptoms. Physical therapy and painstaking 
education of the impaired muscle systems are the major corrective measures, assisted by 
appropriate neurosurgical and orthopedic procedures. 

We propose to give in this presentation an account of new approaches to the pharma 
cotherapy of the motor disorders in this disease. We shall be concerned first with the 
basis and development of methods for studying drug action in the central nervous system 
and then with the status of current investigations on certain groups of drugs. A pharma- 
cologist can add little to that which is already known from empiric clinical experiences 
with the drugs now employed. But there seems to many of us a great opportunity tor 


*Presented under the auspices of the United Cerebral Palsy Association, Inc., at the New York 
Academy of Medicine, April 14, 1951, and published in the Quart. Rev. Pediat. 6:149-156, May 1951 


the development of new selective and potent drugs which will attack either the site of 
the lesions of cerebral palsy in the cerebral cortex and the basal ganglia, or their outflow 
over the pyramidal or extrapyramidal tracts, or which will modity the pathologic motor 
state by affecting other controlling,mechanisms in the central nervous system. To do this 
we must be provided with thorough understanding of neurophysiologic mechanisms. 


The preceding papers have focused attention on the great strides which have been 
made in elucidating the relation of the functional divisions of the central nervous system, 


Thus a clearer concept of the cerebral cortex has been evolved, particularly of the motor 
arcas, and its activity can be fairly well measured, The basal ganglia have been particu- 
larly intensively investigated, and a great deal is known of their function, Many new 
systems integrating motor activity in the brain stem are better understood, The reflexes 


of the spinal cord have been extensively studied and new patterns of organization have 
been recognized. On the other hand, pharmacology has supplied its drugs as tools, and 
they enable the development of part of this knowledge. Reference is made here to the 
physiologic neurOnography using strychnine. 


A modern approach to the understanding of drug action in the central nervous system 
avails itself of the technics of both neurophysiology and pharmacology. Detailed ob- 
servation of the reflexes and behavior of small animals in screening procedures with 
drugs will often lead to an indication concerning the site of action of a drug. Paralysis, 
depression, stimulation, or convulsions are frequently observed, and their detailed pattern 


is Characteristic for a given drug ina partic ular SPEcies. 


If it is expected that a drug acts primarily in the spinal cord, its effect on the various 
reflexes is studied; among these the knee jerk is about the best understood, In a spinal 
animal the patellar tendon is tapped at frequent intervals and the motion of the ex- 
tremity recorded on a kymograph, This activity can be influenced by many drugs and 
also by stimulation of the ipsilateral and contralateral sciatic nerves, Stimulation of the 
ipsilateral sciatic nerve will ordinarily yield inhibition of the knee jerk; these impulses 
are mediated over a two neuron reflex arc. Crossed extension will result from the 
stimulation of the contralateral sciatic nerve. This is a multineuronal arc with several 
synapses interposed between the first afferent and the ventral horn cell which gives rise 
to the effector neuron. Thus this procedure allows a differentiation between the action 


of a drug on monosynaptic and multisynaptic reflex arcs. 


The action potentials of the segmental reflex can be measured using the technic ot 
Lloyd. It consists of opening the vertebral column by means of a laminectomy in the 
lower lumbar region, The dorsal and ventral nerve root are cach exposed and sectioned 
betore they unite to form a spinal nerve. Electrodes are attached to cach of the roots. 
The dorsal or sensory root is then stimulated with a single shock, and the resulting poten- 
tials trom the ventral root are recorded on an oscilloscope and photographed, The contour 
of the ventral root potential shows a primary spike representing the monosynaptic impuls« 
which follows the stimulus artetact after a short delay of 2 milliseconds, The primary 
spike is then followed by irregular lower voltage spikes which merge and gradually 
fade out at about 10 to 15 milliseconds, These latter potentials represent the multisynap- 
tic component which is mediated over the spinal interneurons; intersegmental relays 
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account for the longest delay in the group. Apparently these interneurons are more vul- 
nerable to the action of a group of drugs, classified frequently as spinal interneuron 
depressants, since the monosynaptic potential will usually remain intact while the multi- 
synaptic spikes are greatly depressed with adequate doses. 

The effect of stimulation of higher centers in the reticular formation of the brain stem 
can be observed by simultaneously cliciting the knee jerk. Stimulating the facuitatory 
area discovered by Magoun increases the amplitude of this reflex and, conversely, the 
inhibitory area decreases its amplitude. The spinal interneuron depressant drugs modity 
the effects of this brain stem stimulation so that both are to a large extent inetfective in 
producing the previously obtained effect. The inhibitory component may be slightly more 
resistant to drug action than the facilitatory. These effects are also thought to be mediated 
over interneurons before they play upon the ventral horn motor cells. Thus we have 
another technic for assaying the effect of drugs on interneurons. 


The clectroencephalogram, now so widely used in clinics, enables the pharmacologist 
to determine the effects on the cortex of the drugs he is employing. This is done with 
intact animals cither anesthetized or immobilized by curare. The effect of drugs on the 
EEG may also be determined after a mesencephalic section has been done at the level ot 
the superior colliculus, thus slowing and synchronizing the brain waves since the brain 
stem activating center has been isolated from the cerebrum. The location of this activating 
area has recently been described by Magoun. It extends in the reticular formation of the 
brain stem trom the medulla up to the mamillary bodies. Some of the drugs show little 
activity on the intact animal EEG but depress the slow activity of the decerebrate animals. 


This technic of decerebration is also useful to produce a rigid preparation upon which 
relaxant drugs can be assayed. It serves to localize the site of action of a drug in the 
central nervous system to primarily either above or below the level of the section, There 
are other methods of decerebration which are useful, among them that of Davis and 
Pollock, which involves ligation of the carotids and basilar artery. 


Evaluation of the combined results of experiments on the spinal cord retlex arcs and 
on cortical potentials before and after decerebration allows a more precise localization 
of the area in which the major effect of the agent occurs. To more precisely localize 
stimulatory or depressant drug effects among the deeper nuclear structures of the brain 
stem, the potentials from these areas can be recorded using an EEG and monopolar 
electrodes placed in the brain stem, By noting changes in the frequency or amplitude 
of the activity of a given area, conclusions may be drawn regarding changes in functional 
state under drug action. Such changes, stimulation or depression, may be cither primary 
or due to release trom other controlling areas. By using the oscilloscope and multiple 
and accurately placed clectrodes, eventually it may be possible to determine where th 
primary drug effect takes place in the brain stem. This technic has not been extensive! 
employed as yet but carries hope of making possible the location of the sites of drug 


action, 


There are other means by which the sites of action can be determined. Brain stem 
reflexes, such as the linguomandibular (which opens the jaw when the lingual nerve is 


stimulated), are now being explored tor turther evidence in this regard. Studies on drug 
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antagonism can also aid in elucidation of site of action; that is, certain drugs are known 
to have effects limited to specific areas in the brain, If the compound under investigation 
antagonizes in a characteristic and specific manner the effects of the primary agent, a 
common site of action appears plausible. 

Among the tchnis employed by the neuropharmacologist, those involving the prep- 
aration of an experimental animal which resembles the pathologic syndrome in man yield 
information which is likely to be useful to the clinician. Spasticity can be produced by 
causing localized anoxia of the spinal cord or brain, Cats with spasticity result following 
damping of the abdominal aorta where it emerges trom the diaphragm, These acute 
preparations are particularly suitable tor testing spinal interneuron depressants. 

Chron tremor in monkeys has been produced by Ward, Magoun, McCulloch, Peter: 
son, and others. These animals resemble the tremor type of cerebral palsy and Parkin- 
sonian paticnts. To create this tremor, which occurs mainly at rest, electrolytic lesions 
are placed in the ventral tegmentum of the mesencephalon, These lesions can also be 
created by the unplantation of radon seeds, Recently it has been shown that diencephalic 


lesions more rostral in the reticular substance will also produce a similar syndrome 
Monkeys with lesions placed in the various basal ganglia will manifest choreoid and 
athetoid activity. These animals can be used for evaluating new drugs which will be 


helpful in cerebral palsy and Parkinson's disease. Experiments have been done in several 


laboratories using these animals, and newer drugs are currently being evaluated in this 
manner, The principal obstacle in this phase of research lies in the dithculty with which 
suitable animals are produced. Variability in animals and the great accuracy with which 
electrode placements must be made are the reasons that this work is progressing slowly 
But the effort appears justiticd because these monkeys with precisely located lesions 
enable many drug comparisons to be made in the same animal in a tairly constant patho 
logu state. At the same time accurate objective recordings such as clectromyograms can 
be performed. When these are completed, the animal can be sacrificed and histologic 
veritiation of the lesion pertormed. Thus a correlation between the site of the lesion and 
the drug effect 1s obtained. 

This general technic has compared very well so tar with the susceptibility of patients 
in the clinic to the actions of the drugs tested, That is, the reactions of the animals arc 
very similar to those of patients with closely related pathology. By using these experi- 
mental preparations one can quite well rule out the important psychologic factor which 
plagues every clinical trial of new drugs in chronically ill patients. 

This wealth of newly created methodology is now being used for the re-evaluation 
ot older drugs and the creation of new agents useful in cerebral palsy, Of the classic 
drugs employed in hyperkinetic muscle states, the belladonna alkaloids remain the most 
effative and are the prototypes of the newer synthetic drugs. The action of hyoscine or 
of certain mixtures of belladonna alkaloids cannot be distinguished from that of atropine 
Their peripheral site of action iy very well understood, but their central effects are poorly 
known, Only recently has tragmentary evidence of central effects been available, to the 
effect that atropine produces some cortical depression, depression of the upper brain 
stem, and stimulation of the lower brain stem, particularly of the medulla, It may be 
that this medullary stimulation of autonomic nuclei is due to release from higher control 
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Since atropine peripherally 


caused by depression ot the hypothalamic autonomic center. 
One is tempted to explain 


blocks transmission of autonomic impulses by acetylcholine, 
its central effects on the same basis. However, too little is known about transmission across 
synapses in the central nervous system. If acetylcholine plays a role, it would be reason: 
able to assume that its mediator effects may be blocked by atropine. More detailed studies 
of the central effect of atropine, scopolamine, and the belladonna alkaloids can be ex- 
pected to reveal not only their site of action but also throw some light on the problem 
of central transmission of nerve impulses. The well known effect of atropine in abolish- 
ing the tremor at rest of Parkinsonism may be due to its depression of the upper brain 
stem in the area of lesions which produce postural tremor in monkeys, We can only 
hypothesize that the same effect will take place in the tremor of cerebral palsy by the 
same or similar mechanisms. 

Apomorphine is another agent challenging neuropharmacologic investigations. It ts 
known to cause vomiting by stimulation of the brain stem reticular formation in which 
part of the vomiting center is located. At least two groups have tested it clinically on 
Parkinsonian patients, and investigation is underway to localize its site of action in the 
brain stem. It has proved effective in controlling the tremor of Parkinson's disease and 
may offer some help for the symptoms of cerebral palsy. Apomorphine does not act on 
the spinal interneurons, affecting neither the Lloyd preparation nor the effects of sciatic 
nerve stimulation on the knee jerk. When administered intravenously, it causes fast 
bursts of spikes in the electrocorticogram of intact cats. These spikes do not occur when 
superior collicular section has been done. They evidently represent hyperactivity of certain 
areas of the brain stem, possibly the reticular formation, The principal site of its action 
on tremor probably resides in the brain stem between the upper mesencephalon and the 
lower level of the medulla, Exactly which structures in these areas are activated by the 
drug is the object of investigations presently in progress. 

Single monopolar and multiple monopolar grid electrode placements and recordings 
suggest that the reticular formation, particularly the inhibitory area, is rendered hypera 
tive by the action of this drug. This suggests that the tremor is diminished because otf 
the greater outflow from the extrapyramidal inhibitory system acting upon the anterior 
horn cells and preventing their abnormal rhythmic discharge. It is interesting to note 
that the reticular formation is probably depressed by atropine and stimulated by apomor- 
phine, yet both are effective in abolishing tremor. One of the hypotheses regarding the 
mechanism of this phenomenon postulates an imbalance of facilitatory versus inhibitory 
control comparable to certain types of electrical circuits, so that any impressed influence 
can oniy tend to drive the system back to normal balance and function, The opposite 
pharmacologic effects of these two drugs fit in well with this hypothesis and explain 
the possible mechanism by which they act, Much of this is pure theorization, as yet sup 
ported by insufficient evidence, It is doubtful that apomorphine, in its present form, will 
ever come into general use in therapy since even the small doses which are effective in 
combating tremor produce side effects of nausea. Present efforts are now chiefly con 
cerned with the production of synthetic derivatives which retain antitremor effects and 


lose the characteristic apomorphine effects on the dorsal motor nucleus of the vagus and 
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the vomiting center demonstrated recently by Wang and Borison, There are several 
alkaloids structurally related to apomorphine. Among these, bulbocapnine and others arc 


being surveyed tor their motor effects. 


Syntheti derivatives of atropine have been produced in great number for many years 
in order to obtain spasmolyt drugs which depress smooth muscle function more sele 
tively than atropine, Recently, some smooth muscle depressants have been introduced 
and advertised tor treatment of skeletal muscle disorders. The rationale, if any, tor thei 
use appears to be little else than speculation ot effects in the central nervous system 


analogous to those of atropine. 


No experimental studics of these agents on motor systems have preceded their appear 
ane on the market. These agents, mostly originating in Europe like panparnit, diparcol 
and parsidol—and artane in this country have had some clinical trial with equivocal 
results. All of these have been studied tor their atropine-like effects on autonomic organs 
Reasons and rationale tor the possibility of effects in spastic disorders are not at hand 
and await experimental studies. They may well wait tor precise localization of the action 
of their parent compound, atropine; advances in the knowledge concerning atropine may 


well lead to rational and more successtul planning in search of new effective Compounds 


Further ncuropharmacologi investigations of antihistaminic agents appear to offer new 
possibilities, since Gammon and others have demonstrated that benadryl may counteract 
the tremor of Parkinsonian disease. It is known that benadryl possesses an atropine-like 
action, and it ts possible that this may be important. Benadryl, either alone or in com- 
bination with 8-chlorothcophyllin (dramamine) is also ctfective preventing motion 
sikness. We do not know, as vet, whether these anti-emeuc effects are shared by other 
antihistaminic agents such as thephorin or nco-antergan, two structurally different agents, 


for only benadryl and its congeners are ethers of ethanolamine 


There is one series of drugs in which many of these criteria are fulfilled, This 1s the 


mephenesin group of compounds. Berger and Bradley investigated the parent compound, 


then called myanesm, in pharmacologic studies, and Berger and Schwartz introduced its 
dinial application in cerebral palsy, Smith, Henneman, Kaada, and others have shown 
that the principal action of this drug is to depress the multisynaptic reflex arcs in the 
spinal cord. They have measured the potentials of these arcs and shown that mephenesin 
and compounds with similar action depress only the multisynaptic potentials, leaving 


the monosynaptic spike nearly intact 


Using the Lloyd preparation and the knee jerk, it is possible to characterize these 
drugs quite well following screening procedures in small animals. Mephenesin has been 
employed by many workers for the various types of cerebral palsy syndrome, usually 
with little success when used by the oral route. When the drug ts given intravenously, so 
that adequate blood levels can be achieved, much higher incidence of relief from symp- 
toms can be shown. The action of the drug is fleeting, and one of its major shortcomings 
is that large quantities must be given orally to obtain any effect on spasticity or athetosis, 
the two classes of cerebral palsy most susceptible to the action of mephenesin, That is 
not to say that even when more potent congeners now under inve stigation arc ready tor 


clinical use, the major problem of symptomatic therapy will be solved. Mephenesin has 
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its action chiefly on the spinal cord, and thus can only affect the outtlow of the damaged 
motor systems near their termination on the tinal common path, We need highly selective 
agents which will compensate tor the loss of the motor-controlling mechanism in the 
brain and will not depress consciousness. On the basis of neurophysiologic knowledge, 
this would appear to be no easy task since the major concern of the whole nervous sys- 
tem is chiefly with the control of muscle activity, As Sherrington said: “T may seem to 
stress the preoccupation of the brain with muscle. Can we stress too much that preoccu- 


pation, when any path we trace in the brain leads directly or indirectly to muscle / 


There are other attempts to combat spasticity, athetosis, rigidity, ataxia, and dystonia 
in cerebral palsy, Neostigmine has been introduced for this purpose several years ago on 
an empirical basis. The assumption was made that it may increase the transmission of 
inhibitory impulses by an action in the spinal cord, presumably on internuncial neurons 
However, the critical study of Perlstein and Barnett on a large and well controlled series 
of patients found no evidence of such an action, The effects were no better than those 
of calcium lactate placebos. These authors also demonstrated that some ot the reported 
improvements with neostigmine were undoubtedly due to the atropine which had been 


administered simultancously in order to prevent the unpleasant side effects on the bowel 


Lastly, curare has been thought to have a place in combatting hyperkinesia in certain 
states by its blocking effect on the transmission at the ncuromyal junction, It 1s extremely 
doubtful that curare-like drugs offer a rational approach to treatment otf these disorders 
They may relieve the patient temporarily of muscle spasm but will do so by paralyzing 
the muscle and depriving the patient of the voluntary use of his muscle, The margin of 
safety of curarizing agents is small, and their administration requires provisions for 
artificial respiration in cases of overdose. A prolongation of effects has been attempted 
by administration of tubocurarine in oil with the hope that an intramuscular depot will 
slowly release curare into circulation, Such assumption 1s not warranted, since a water- 
soluble compound like tubocurarine will not stay in an oily phase, It sooner or later 
secks the watery phase within the tissues and will be absorbed at an unpredictable rate 


A discussion of the methodology and ot the modest beginnings of a more precise 
understanding of the site and action of some few agents which we had time to mention, 
illustrates that an approach as T have outlined requires researchers trained in’ special 
methods, Furthermore, it requires expensive equipment, and time and patience, particu 
larly when the investigations are extended to chronic monkeys with surgical lesions in 
the brain, However, successful experiments of this type benefit simultaneously the neuro- 
anatomist, physiologist, and pharmacologist, in addition to the patient and clinician. 


It may be well to pause and ask the question: Is it reasonable to expect to find com- 
pounds which will act with greater precision and selectivity on certain areas of functional 
units of the central nervous system ? 

I tirmly believe that such reasons can be given, The chemical structures and the bio- 
chemical processes differ in different parts of the brain, Both the clinician and the pharma- 
cologist are well acquainted with the selective affinity of the basal ganglia for poisons 
such as manganese, carbon monoxide, and carbon disulfide. We would like to refer to 
the numerous studies on the distribution of various enzyme systems in the different 


~ 
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arcas of the brain, We know of a number of alkaloids whose predominant action (be 
it stimulation or depression) 1s directed against one or more circumscribed tunctional 
divisions of the central nervous system. Apomorphine would be one such example. Yet 
adding | molecule of oxygen and 2 molecules of hydrogen to the chemical structure of 
apomorphine produces a compound, morphine, with an entirely different spectrum ot 
action, There are, in my opinion, sufficient reasons to assume that new compounds can 
be found or that known structures may be altered in such a way as to direct the action 


of such compounds to more discrete sites within the central nervous system. 


This approach to therapeutic research has already been eminently successful in con- 
vulsive disorders which we did not consider on the frame of our presentation, | am 
reterring here to the strides in the tield of anticonvulsant drugs because they originated 
in the systematic exploration of new agents under controlled conditions of experimental 


convulsions in animals. 

The more recent recognition of a pharmacologic class of drugs characterized by their 
predominant effect on spinal interneurons is another example in evidence of the fact 
that certain funetional areas important in motor activity may be selectively affected by 
specially designed chemical compounds. 

The recent achievements in neurophysiology, particularly newly created methods and 
new concepts of organization of the nervous system, offer to therapeutic research new 
means for the exploration of the mode and site of action of drugs with accuracy and 
contidence greater than at any previous time. We have been able to trace a few modest 
beginnings and results of such an approach, These possibilitics have awakened interest 
in increased research in therapy by medical scientists, which is being accelerated by the 


support of many organizations, private and public. 
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obstetries 


1 Comparative Study of Chemical Tests for the Early Diagnosis of Pregnancy, Includ. 
ing a New Colorimetric Determination, Wenarp MERKEL, Chicago, Il, Am, J. Obst. 
& Gynec, 60:827-33, Oct, 1950. 

The results shown in this paper indicate that the Richardson estrone test was correct 
in OF per cent, the Mack-Parks pregnandiol test in 95 per cent. the Carson-Saeks his: 
tidine test in 90 per cent, and the electrophotometric test in 97 per cent of clinicaily 
positive cases. The author's test was equally accurate for a control group of normal, 
nonpregnant, unmarried women of child-bearing age, while the next most accurate 
test was correct in 95 per cent. 

In the problem cases of lactation amenorrhea, infrequent bleeding. ectopic preg- 
nancy, pseudocyesis, hydatidiform mole. missed abortion, and symmetric enlargement 
of the uterus. the Richardson estrone test was correct in 91.7 per cent, the Mack-Parks 
pregnandiol test in 91.7 per cent. the Carson-Saeks histidine test in 88.8 per cent, 
and the eleetrophotometric test in 93.5 per cent, 

The greatest error occurred in the premenopausal group of women over 38 vears 
of age. In 20 normally menstruating women, the Richardson and electrophotometric 
tests for urinary estrone were correct in 85 and 90 per cent. respectively, Twenis 
nonpregnant women with menstrual irregularities gave correct estrone results in only 
85 per cent. while in 6 cases of pregnant women over 58 years of age the accuracy 
was 100 per cent, In 6 women with pelvie tumors, the Richardson and electrophoto- 
metric tests were correct in 82.7 and 88.5 per cent. respectively, Age plaved no sig- 
nificant role in the accuracy of the histidine tests. 

Errors in the histidinuria test. rendering it insufficiently accurate for clinical adop- 
tion, are given. 

Evidence presented in this paper shows that the free estrone in human pregnaney 
urine may be estimated with a high degree of accuracy by means of the electropho- 
tometer, The results obtained in 1.901 urinalyses in the cases of 597 women, many 
of whom were problem cases, indicate that it may be used with accuracy as an inex: 
pensive and rapid office procedure for the diagnosis of pregnaneyv before the thirtieth 
day of gestation. 

In problem and normal cases the colorimetric test. costing but a few cents. can be 
carried out in less than 20 minutes with an accuracy equal to that of expensive bio- 


logic tests, 
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The pregnandiol test studied in this laboratory depends upon the precipitation of 
unpurified pregnandiol from the urine of women during the postovulatory phases of 
normal menstrual eycles and during amenorrhea of normal pregnancy, The presence 
of pregnandiol during amenorrhea of normal pregnancy indicates presumably normal 
corpus luteum and placental function, In this study all but one woman with spon- 
taneous abortion showed a negative pregnandiol excretion prior to expulsion of the 
products of conception. In cases of threatened abortion, persistently negative readings 
with the estrone and pregnandiol tests are of value as a criterion for uterine curettage. 

Ricketts claims a greater than 94 per cent accuracy for the early diagnosis of preg- 
nancy with the Carson-Saeks test, The author's use of this test gave 88.7 per cent 
accuracy. 14 references. | figure. 6 tables. Author's abstract. 


The Inactivation of the Antidiuretic Hormone of the Posterior Pituitary Gland by 
Blood from Pregnant Patients, WM. J. DIECKMANN, G, F. EGENOLF, B, MORLEY, AND 
k. PoTHNGE, Chicago, Il, Am. J. Obst. & Gynec, 60: 1045.50, Nov, 1950, 


Oliguria in pregnant patients with toxemia has always been a distressing and baf- 
ling problem. Although no proof of pituitary antidiuretic effect has been shown, most 
investigations seriously consider the antidiuretic hormones (ADH) to be a primary 
factor. This study was done in an endeavor to devise a method for determining the 
substance concerned with inactivation of the ADH of the pituitary gland. Our results 
show an interesting parallel with those of Woodbury and Page who worked with the 
inactivation of the oxytocie effect of posterior pituitary extracts. 

Vethod.—Under sterile conditions 20 ce, of blood is obtained from a donor sub- 
ject and added to a 50 ce. centrifuge tube containing 5 ce, of sodium citrate. Then 
0.005 ce. of (Parke, Davis) pitressin (20 pressor units per ce.) is added, This mixture 
is incubated in a water bath for one hour at 38 C. Following incubation the blood 
is centrifuged for 20 minutes and 10 ce, of plasma are drawn off for subsequent use 
in the test subject. The amount of pitressin in this plasma is 0.002 cc. or 0.04 units. 

\ diuresis is established in the test subject by an initial oral intake of 1200 ce, of 
water within 30 minutes, and 300 ce, of additional water at 60 and 120 minute inter- 
vals. The procedure lasts for two and one-half hours, and during this time urine 
specimens are taken from an indwelling catheter every 50 minutes, Within one hour, 
when the 60 minute urine specimen is taken, the diuresis is well established and the 


10 ce, of prepared plasma is given intravenously, The effect of the pitressin is noted 


on subsequent urine volumes and on the concentration of chloride, sodium, and potas: 
sium, 

Results. We found that there is some inactivating substance in the blood of pa- 
tients in the last two trimesters of pregnaney and not found in the blood of nonpreg: 
nant patients which inactivates the antidiuretic effect of commercial pitressin. This is 
a phenomenon not previously described, The sodium, potassium, and chloride con- 
centrations are somewhat lowered, We are investigating the process of inactivation. 
As Heller and Urban suggested. there probably are two processes: enzymatic destruc 


tion and adsorption, 21 references. 4 figures. -duthor’s abstract. 
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The Rana Pipiens Frog Test for Pregnancy, JANE HODGSON, AND REIKO TAGUCHE, 
Paul, Minn. Minnesota Med. 3.3:1208-20, Dee, 1950. 


The authors describe the office use of the Rana Pipiens frog test for pregnancy as 
being rapid, simple, accurate, and an indispensable aid in the clinical practice of 
obstetrics and gynecology. It is pointed out thae the accuracy of the test is dependent 
upon meeting criteria which heretofore have not been entirely observed by most 
writers, The policies arrived at, to eliminate all possible sources of error and yet to 
conserve time and laboratory animals, are as follows: 2!4 cc. filtered whole urine is 
injected into one frog. If the response is positive, the test is completed, usually within 
one to two hours, and may be entirely relied upon as false positive responses do not 
occur, If the results are negative, the urine is then concentrated according to the meth 
od of Cutler and injected into two more frogs. If the results are still negative. the 
test is repeated in one week, unless more than 42 days have elapsed since the last 
menstrual period, A negative response should never be accepted before the forty 
second cycle day. Frogs should be refrigerated. and those showing positive responses 
should not be re-used. 20 references. 3 figures. duthor’s abstract. 


The Elderly Primigravida, A Thirteen Year Review. ROBERT J. HAWKINS. WALTER EF. 
FOLEY, AND THOMAS M, TIERNEY, Chicago, IIL, West. J. Surg. 59:15-18. Jan. 1951. 


The study was undertaken to throw light upon the question of increased hazards to 
mother and child in elderly women with first pregnancies, Only patients 35 years of 
age or older are considered, and the pregnancy must be the first. 

The material reviewed covered the patients delivered at St. Anne's Hospital matern 
ity service from Jan, 1, 1937, to Dee, 31, 1999, During this time 30.537 patients were 
delivered, of whom 15,002 were primiparas. The number of primiparas was 383, 
which was 1.2 per cent of the total deliveries, or 2.8 per cent of the total primiparas 
delivered, The effect of age on the ability to reproduce is demonstrated by a gradual 
diminution vear by year so that at 35 vears of age there were 106 patients and at 
13 vears only + patients. 

Management of these cases may be affected by the number of fruitless vears of 
married life: ie. a 35 vear old primigravida married one vear has a better chance 
for future pregnaney than a 38 vear old primigravida married 15 years. Among the 
277 patients whose date of marriage were known, 133 (48 per cent) were married 
more than 5 vears, 70 (25.2 per cent) more than 10 vears, and 32 (11.8 per cent) 
were married more than 15 vears. 

Three hundred and sixty (93.9 per cent) of these pregnancies reached term. Only 4 
failed to reach the thirty-second week of pregnaney. At the onset of labor, 358 pre: 
sented by the vertex, 23 by the breech. | by face. and 1 by transverse. The onset of 
labor was spontaneous in 334 (87.2 per cent). Thirteen patients were induced and 
46 patients (9.5 per cent) were not allowed to enter labor. 

The length of labor is reviewed. Of the patients in whom labor occurred, 330 de- 
livered through the birth canal. and 27 were terminated by caesarian section, Only 


two-thirds had prolonged labor (more than 24 hours). 
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Labor was terminated by caesarian section 63 (16.4 per cent) times, (Included 
are | abdominal pregnayey and | posthumous, 16 classical, 45 low cervical sections. ) 
This section rate compares favorably with reports in recent literature, Forceps were 
used in 192 cases: of these 110 were classified as prophylactic, the remaining 52 were 
indicated. In the 23 breech presentations 6 were terminated by caesarian section, 11 
by breech extraction, and 6 spontaneously, Two hundred and fifty-four cases (66.5 


per cent) were terminated spontaneously or with prophylactic forceps. Duhrssen’s 


incisions were used twice and craniotomy once. 

The complications of pregnaney which occurred are presented. The most common 
complication was toxemia 39 cases (10.1 per cent), This is approximately four 
times the hospital ineidence. Labor was complicated by prolonged labor in 48 cases 
(15.9 per cent), postpartum hemorrhage in 5 (3.9 per cent), and third degree lacera- 
tions in 3. The morbidity was 3.65 per cent for vaginal deliveries, 11.1 per cent 
for abdominal deliveries. and 5.4 per cent combined. 

Three maternal deaths are reviewed, One, a low caesarian section, was due to 
bronchopneumonia and peritonitis on the fifth postpartum day, The second death 
was due to coronary occlusion. The patient entered the hospital and died within 20 
minutes, A posthumous section was done. The third case was the abdominal preg- 
naney which died 44 days postoperatively. Placenta was left in situ at operation, 

The fetal mortality study shows 2.6 per cent stillborn. 1.6 per cent neonatal: in the 
latter group only 2 were due to prematurity, 

From the above, it is evident that a woman who brings her pregnancy to term with 
no severe complications of pregnancy will seldom have too much difficulty with vagi- 
nal delivery. The tendency to do caesarian sections increases markedly with the ad- 
vanced age of elderly primigravidas. The process of aging is reflected in an increased 
number of toxemias, increased operative interference. and increased incidence of 
postpartum hemorrhage. The elderly primigravida patient is not a formidable ob- 
stetric risk. 10 references, 12 tables. duthors’ abstract. 


Effects of Dexedrine Sulfate on Nausea and Vomiting of Pregnancy, ®. D, ANSPAUGH, 
Oklahoma City, Okla, Am. J. Obst. & Gynec, 60:888-91, Oct, 1950, 


In a series of 165 patients with nausea and vomiting of pregnancy, dexedrine sul- 
fate produced complete relief in 148. or 90 per cent, On substitution of a placebo, 13 
of these patients remained free of symptoms: omitting these suggestible patients, the 
final satisfactory cases number 135, or 82 per cent. 

Marked improvement occurred in almost every case within three days. Within 
four days 99 of the patients had ceased vomiting but still had some sensations of 
nausea, Complete relief occurred in 4 to 10 days. The only side reaction observed 
was nervousness, which was easily controlled by reducing the dosage or by preserib- 
ing small amounts of barbiturates. 

The effectiveness of dexedrine is probably due to its mood-elevating and anti- 
appetite actions. While it is not basic therapy, dexedrine has definite advantages over 
other treatments, most important of which are the mental and physical alertness, and 
the general feeling of well-being which it produces, & references. duthor’s abstract. 
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Analgesia, Anesthesia and Amnesia in Obstetrics, AMADEO NARCIA RUIZ, Mexico City, 
Mexico, J. Internat. Coll. Surgeons 14:588-95, Nov. 1950. 


Obstetric drugs that produce amnesia, analgesia, and anesthesia during labor are 
mentioned, Previous publications (1947 and 1948) are referred to, Modification by 
demerol-atropine, continuous oxygenation, and pudental block is described. 

Elimination of the general anesthetic (or its use in very small amounts) by using 
analgerol intramusculary or intravenously, preferably the latter, combined with local 
procaine-penicillin anesthesia and occasionally the use of oxy-analgerol is discussed. 
Analgerol consists of petidine, 0.033 Gm.; atropine, 0.00005 Gm. scopolamine, 
0.00005 Gm., and triple distilled water 1 ml. Oxy-analgerol consists of pethidini, 0.033 
Gm.; atropine, 0.00005 Gm.; scopolamine, 0.00005 Gm,; posterior pituitary extract 
deprived of vasopressor activity, 10 international units. 

The procedure recommended when labor does not progress as expected is out- 
lined. Some consideration is given to psychosomatic therapy as well as to the effects 
produced by procaine. which, besides its action as a local anesthetic, seems to exciie 
uterine contractions. 

The effects of the aforementioned analgesics on the mother and the newborn are 
studied, It is concluded that (1) analgerol is analgesic, hypnotic. antispasmodic, 
amnesic, and oxytocic in small doses: (2) with the author's procedure, anesthesia, 
analgesia. and obstetric amnesia are obtained: (3) the method reduces the duration 
of labor and is safe. if the dose is correct. both for the mother and for the newborn 
child; (4) there was no maternal mortality even in 2 cases of preeclampsia and 2 
of compensated mitral stenosis: (5) there was no infant mortality, even among chil- 
dren whose mothers had a negative Rh factor: and (6) the value of the analgesic 
technic is to be considered in other types of surgery, 2 references, | figure. + tables. 


abstract. 


The Diagnosis and Treatment of Placenta Previa, JOHN PARKS. AND ROBERT H, BART: 
ek, Washington, South. M. J. 43:696-702, Aug. 1950. 


Placenta previa presents an important problem in’ obstetric practice because it 
changes the contour of the uterine cavity, increases the incidence of malpresenta- 
tions, serves as a form of soft tissue obstruction in the birth canal, gives rise to hemor- 
rhage. predisposes to premature birth, and increases the incidence of infection, 

“Blood on the feet” is illustrated and introduced as a clinical sign of major ob- 
stetric hemorrhage. Clinical methods of diagnosis are reviewed, and causes of bleed. 
ing in late pregnaney, other than placenta previa, are illustrated. 

While it is stressed that each patient presents an individual problem in treatment. 
certain general principles are outlined for placenta previa, Pregnaney should be con- 
tinued as near to term as possible without jeopardy to the mother, With a well flexed 
vertex presentation and a placenta that will cover no more than 20 per cent of the 
cervical os at full dilatation. rupture of the membranes is the usual treatment of 
choice, Cesarean section is preferred in the presence of a viable fetus presenting as 
a breech, or transversely. The uterus should be packed at the time of cesarean section 
to prevent postpartum hemorrhage from the hypocontractile lower uterine segment. 
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The use of a Voorhees bag and podalic version are considered unfavorable methods 
of treatment of placenta previa in pregnancies where the fetus will weigh more than 
1500 Gm, 

The diagnostic principles and therapeutic recommendations outlined above were 


based on a LO year survey of 187 patients with placenta previa, No maternal mortality 
vceurred in this group of patients. The highest incidence of living infants resulted 


from spontaneous and cesarean section deliveries. 7 references, 6 figures. 1 table. 


luthors abstract, 


The Dorn-Sugarman Test. LARS PH, BENGTSSON, AND CLABES HENRIK DOHLMAN, Lund, 
Sweden, Acta obst. et gynec, Seandinay, 30;422-27, 1950, 


The authors have investigated the value of the Dorn-Sugarman  sex-determining 
test. According to them the test is done in the following way: 10 ml. of urine of a preg- 
nant woman is injected intravenously in a juvenile male rabbit. The woman has to 
be at least in the fifth month of pregnancy and the testicles of the rabbit in the inguinal 
canal. After 48 hours, if the fetus is female, the testicles will show edema, hyperemia, 
and premature spermatogenesis. 

Fifty-two rabbits were used, all unilaterally castrated as a control immediately 
before the injection, 

The microscopic appearance of the remaining testis was of no significance. 

The stage of spermatogenesis was determined through the study of (1) the number 
of mitoses, (2) the relationship of spermatogonia to spermatocytes, and (3) the width 
of the tubules. 

The marked increase in weight and the faint increase in tubular width was con- 
sidered to be due to postoperative edema following the unilateral castration, There 
Was no increase in the percentage of spermatocytes and no difference in the number 
of mitoses. 

Thus. the investigation did not confirm the statement of Dorn and Sugarman. The 
microscopic appearance of the testicles is wholly dependent on the degree of descent. 

The test was also tried on 40 white rats with the same results. 23 references. 2 tables. 


futhor's abstract. 


The Rh Factor. Its Present Status. \. 2oUTENDYK. Johannesburg, S. A. South African 
M. J. 24:1002-6. Dee. 2. 1950, 


The author describes briefly the history of the Rh factor and. in discussing the 
nomenclature. expresses a definite preference for the Fisher-Race CDE svstem, which 
he maintains is more flexible and gives more immunologic information than the 
Wiener terminology, He also maintains that the clinician needs only to know whether 
antibodies are present and whether they manifest themselves in saline or albumin; 
the multitude of names given to the antibodies merely complicates the issue and 
serves no useful practical purpose. It is taken for granted that the Rh status of every 
pregnant woman should be known, and also that of any female prior to blood trans- 
fusion, or to the administration of even minimal quantities of blood by any route, 
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In investigating a suspected case of hemolytic disease. the author is not satisted 
with less than (1) the Rh set-up. (2) the direct Coombs test, (3) hemoglobin, (4) 
nucleated red cells. (5) serum titration, He considers that A BO group incompati- 
bility is a not infrequent factor in hemolytic disease. particularly in South African 
natives, among whom there are only from 4 to 5 per cent Rh negative. and the inci- 
dence of CDE (Rho) is high. 

As regards attempts at prophylaxis in Rh negative women, the author has been 
unable to confirm the work of Carter on the Rh “hapten.” He has investigated the 
theory of “competition of antigens” and is currently using Group A and B substances 
in suitable cases, He has also emploved diphtheria and tetanus toxoids and certain 
antigens. followed by the appropriate titrations on the maternal and cord blood; a 
paper on this aspect of the problem is now in preparation, He has encountered a 
number of severe cases of hemolytic disease where the mothers had been immunized 
against yellow fever for purposes of air travel, and apparently the use of a virus 
vaccine does not influence the production of Rh antibodies. At the moment, then, 
no proved method exists to prevent the formation of the antibodies or to neutraiize 
the effects of those already produced. 

There follows a discussion of the management of the woman at risk and of the 
treatment of the affected infant. Premature induction of labor followed by trans: 
fusion, if indicated. is described as the procedure of choice, Transfusion need not 
necessarily take the form of exchange transfusion. and every case should be con- 
sidered as an individual problem. 14 references. duthor’s abstract. 


Pregnancy and the Treatment of Hay Fever, Allergic Rhinitis, and Pollen Asthma. 
Ww. CHESTER, Paterson, N. J. Ann. Allergy 8:772-3, 98, Nov.-Dee, 1950. 


The literature on the treatment of allergies that existed or appeared during preg: 
nancy is indeed meager, Since 1935 | have treated 20 pregnant women suffering from 
pollenosis, vasomotor rhinitis, and pollen asthma with consistently good average 
results, At no time were constitutional reactions obtained, and all were delivered by 
various local obstetricians in the usual manner with no fatalities. A detailed table is 
given of the 20 women, 9 paragravidas, and 11 multiparas, with age. history, diag- 
nosis. date treatment started, date of delivery, and complications. 

This report is based on personal experience gathered over a period of 15 years. 
Fach patient must be tested thoroughly, evaluated properly from the clinical history. 
and treated cautiously and wisely, not with heroic doses, but with moderate doses for 
best results. Specific pollen therapy. starting with preseasonal treatment given in 
gradually increasing doses and reaching a maximum before the season starts. con- 
tinuing through the season at weekly intervals and leading into the perennial method 
(found best) once in two weeks, Attention must also be given to inhalant antigens 
and desensitization carried out where indicated, In addition, some patients will require 
small doses of a tried and established antihistaminie drug (Pyribenzamine 25 meg.) 
for more complete relief. There were no flare-ups or complications in any of the 
patients, 3 references, 2 tables. duthor’s abstract, 
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Arterial Tension and EKG in the Period of Climacterium in Women, Wi, MUSIAL. 
Polish Med. Weekly. 5, No. 45, 1950. 


The author has investigated the cardiovascular system in 525 women in the period 
of climacterium, especially their arterial tension and EKG, In 45.4 per cent of the 
cases hypertension was discovered, but its pathogenesis was different. In 60 per cent 
of these cases it was “climacteric hypertension.” with significant fluctuation of the 
tension, relatively mild processes, and lack of heart and kidney complications for a 
long time. In about 30 per cent of the cases studied, “essential hypertension” of fune- 
tional symptoms had to be presumed, This hypertension was often stable and, after 
a long time, caused unfavorable changes in the heart. The author ascertained “organic 
hypertension” in about LO per cent of the hypertension cases. In none of the ob- 
served cases the estrogens had any therapeutic effect. 

One hundred and eighty-three cases were investigated by EKG method, mostly 
serially, Changes were stated in about 50 per cent. In women with hypertension they 
were more frequent, There was ST segment denivelation and T wave flattening, dis- 
appearance, and rarely inversion. in one or more leads, These changes were often 
insignificant, In about 25 per cent of cases. changes disappeared for a long time after 
estrogen treatment: sometimes they disappeared temporarily after injections of dihy- 
droergotamine or etamon chloride. 

The importance of these changes for the diagnosis has been discussed by the author, 


1 Morphologic and Cytochemical Vaginal-Smear Study: The Effect of Topical Pen- 
icillin in the Treatment of Focal Infections of the Vaginal Tract, Ww. Whe, ROBERT 
FAVREAU. AND J. AYRE. Montreal, Canada, Am. J. Obst. & Gynec, 60:798-805, 
1950). 


Topical penicillin was used in the treatment of 15 subjects with chronic cervieitis. 
Vaginal suppositories containing 100,000 units of caleium penicillin in a cocoa butter 
base were prescribed (Q.h.s, Symptomatic improvement was achieved and maintained. 

In the study of the vaginal smear during therapy. an unusual increase in the per- 
centage of cornified cells present during both the follicular and luteal phases of the 
evele was found, and vaginal glycogen was unusually high. 

These results suggest that in combating foeal vaginal infections, penicillin aets as 
an antibacterial agent and in the process reinforces the physiologic mechanism (vagi- 
nal glycogen) for the continued control of the vaginal flora, In some manner epithelial 
cornification is stimulated at the same time, apparently increasing the resistance of 
the epithelium to bacterial invasion, Thus a synergistic relationship is established 
between the antibiotic and the physiologic defense mechanisms of the vaginal tract. 
It is suggested that vaginal smear glycogen study, which can be done as an oflice or 


clinie procedure, may provide an objective guide to this type of therapy, 12 refer- 
ences. 2 figures. duthor’s abstract. 
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Choice of Rooming-In or Newborn Nursery. HELYN KLATSIN, ANTON LETHIN, 
ND EDITH BL JACKSON, New Haven. Conn, Pediat, 6:878-89, Dec, 1950. 


From July 1. 1947 to July 1, 1949, 1.251 mothers attending the obstetric clinic 


of the university service of the Grace-New Haven Community Hospital were “screened” 
through interview to determine their preference in hospital accommodation and to 
obtain basie identification data. Patients were grouped according to preference for 
Rooming-In, preference for Nursery, and Undecided, The significance of the rela- 
tionship between accommodation preference and patient's feeding preference, parity, 
age, education, descent, religion, race, and occupation of patient's husband was then 
statistically determined, It was found that inclusion of the Undecided group with the 
Nursery group did not alter the statistical significance of any of the obtained reia- 
tionships, and consequently only the Rooming-In and Nursery groups will be con- 
tvasted in the following summary : 

l. A highly significant relationship was found between accommodation preference 
and feeding preference: The majority of the Rooming-In group preferred breast 
feeding: the majority of the Nursery group preferred bottle feeding. 

2. A highly significant relationship was found between accommodation preference 
and patient's parity, On the whole, the Rooming-In group members have lower pari- 
ties than the Nursery group members, 

3. No relationship was found between accommodation preference and patient's age. 

1. A highly significant relationship was found between accommodation preference 
and occupation of the husband, The preponderance of patients in upper occupational 
classifications (students, professional, small business) occurred in the Rooming-In 
Group. Hf the student classification is not included, the groups approach similarity. 

5. A highly significant relationship was found between accommodation preference 
and patient's education, The preponderance of patients in higher educational classifi- 
cations (college and above) occurred in the Rooming-In group. 

6. No statistically significant relationship was found between accommodation pref- 
ence and patient's descent. though a trend approaching significance was noted for 
the Rooming-In group to be chosen more often by patients of United States, British 
Isles. and Northwest European descent, and Nursery by patients of Southern Euro. 
pean descent, 

7. No relationship was found between accommodation preference and patient's 
religion, 

8 A highly significant relationship was found between accommodation preference 
and patient's race, The Rooming-In group contained fewer Negro mothers in propor: 
tion to white mothers than did the Nursery group. 

During the two vear period screening interviews were obtained on 280 private 
patients, As this group was a biased sample, the data were not analyzed statistically, 


Compared with clinie patients preferring rooming-in, the private patients more con- 


sistently preferred breast feeding. represented a different cultural and economic 
group, but were similar to the clinic group in age and parity. 3 references, 2 figures. 


Stables.  duthor’s abstract. 
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Aetiology, Diagnosis, and Surgical Treatment of Female Sterility, AXe1. WESTMAN, 
Stockholm, Sweden, Acta obst. et gynec, 30:186, 1950. 


A series of 1,102 cases of female sterility in which there was no evidence of endo- 
erine disturbance is discussed, In 95 per cent of the cases the patient was followed up. 
In 959 cases there was primary, in FES secondary, sterility. The ages of the majority of 


the patients ranged between 25 and 34 years. In 378 cases or roughly 25 per cent 
the patient was older than 35 vears. The duration of the sterility was approximately 


four years in the majority of the cases. 

The etiologic factors are discussed, In 398 cases or 28 per cent no abnormality was 
found, In 633 cases or 17 per cent there was evidence of sequels of adnexitis. The 
cause of the primary infection was unknown in most of these cases. The high incidence 
of tuberculous salpingitis was remarkable (58 cases or LL per cent), In 317 cases or 
23 per cent there was evidence of abnormal conditions in the uterus, In 24 or 2 per 
cent they were present in the vagina and vulva. 

The percentage of therapeutic results was as follows: Out of 1,402 cases, 589 pa- 
tients or 28 per cent became pregnant. In $29 instances pregnancy progressed nor- 
mally; in 60 eases it resulted in abortion. Of the 389 patients who became pregnant, 
272 were only examined by salpingography and diagnostic curettage. This is evidence 
that diagnostic procedures are of great therapeutic value. In O11} cases the patient 
was treated by operation, Pregnaney ensued in 19 per cent of them, The indications 
for operative measures are discussed in more detail. Suggestions are offered how to 
improve the operative methods. giving special consideration to those employed for 
the repair of occluded tubes. It is suggested that special clinics for the treatment 
of sterility be established. It is emphasized that the most important step in the tight 


against sterility is rational prophylaxis. 


1 Vethod of Diagnosing and Treating Functional Pelvic Disease, PRANK LOCK, AND 
H. M. sLUDER, Winston-Salem, Am, J. Obst. & Gynec, 60:1121-54, Nov. 1950. 


The method of diagnosing and treating funetional pelvic disease used in 2.515 
private referred obstetric and gynecologic office patients is presented. The patients 
were classified into three major groups: 

(1) Those who presented suficient pathologic problems to account for their svmp- 

toms 1.709 patients (73.7 per cent): 

(2) Those whose svVinptloms were too severe to be accounted for by the physical 

findings $97 patients (17.7 per cent); 

(3) Those with numerous symptoms in whom no pathologic lesion could be dem- 

onstrated 209 patients (9.1 per cent). 

The total number of cases in groups two and three represented the incidence of 
functional pelvic disease (26.5 per cent). 

An operation had been recommended by the referring physician for 192 of tie 
patients in groups two and three. Only 13 operations were found necessary in the 
treatment of the patient's condition after proper evaluation and discussion of ihe 


patient's problem, 
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The essential factors necessary in making a diagnosis of functional pelvic disease 


are absence of demonstrable pathology and the presence of an emotional problem, 


These factors can only be determined by complete history and physical examination, 


supplemented by accessory laboratory and clinical studies where indicated, When 


ne disease is found or when pathology is present but not sufleient to cause the 


patient's symptoms. a frank appraisal of the problem is presented to the patient, ‘The 


relationship of tension states and emotional problems to pain mechanisms is dis: 


cussed with the patient. Many patients recognize their problem immediately and 


express confidence that they can overcome it, Others require repeated studies and 


consultations before accepting the diagnosis of functional disease, while a smatler 


group actually needs professional p-vchiatric assistance, 
Follow-up study of the patients in group two revealed that 85 per cent had obtained 


complete relief of symptoms. even though about half of them still had pelvic pathol- 


ogy. No relief was obtained in 15 per cent. 
The patients in group three presented more serious problems, Follow-up studies 


showed that 53 per cent had obtained complete relief. 19 per cent were improved, 
and 28 per cent had no relief. references. tables. duthor’s abstract. 


psychiatry 


The Problem of the Alcoholic. VINLEY GAYLE. JR. AND MERRITT W. POSTER, JR. 
Richmond. Va. M. Ann. District of Columbia 20:24-33. Jan. 1951. 


The problem of excessive use of aleohol is discussed as to genesis, common symp: 
tomatology and treatment, It is the opinion of the authors that persistent excessive 
drinking is a symptom rather than a disease entity. The fact that aleoholic excesses 


often accompany other clear-cut’ psvehiatric disturbances is emphasized, as is the 


need for careful diagnosis in treating these patients, A general review of therapy is 


given with emphasis on the combination of psychotherapy, instituted in the hospital 


and continued after discharge. plus the use of antabuse to assist in controlling the 


symptom of drinking. The potential dangers of antabuse are described and its use 


in a controlled environment such as that offered by the hospital is recommended, A 


series of cases treated in this manner is reported in which 57 per cent of those treated 


abstained and the remainder, although some were improved, showed little real gains. 


Before this treatment can be of real value it should originate with the patient himself 


and otherwise can offer little promise. 12 references. duthor's abstract. 


Vanijestations of Psychoneuroses Occurring in Later Life, CLOW. AND 
EDWARD B. ALLEN. New York. Geriatries 6:31-39, Jan. 1951. 


In this study some of the characteristics of psvchoneuroses are discussed with par- 
ticular reference to their occurrence in older patients. The clinical material consisted 


of observations on a group of 67 consecutively admitted patients who were 60 years 


or more of age at the time of admission to the New York Hospital (Westchester Divi- 


sion! between January 1, 1935 and July 1. 1949. Follow-up information was obtained 
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in the cases of 57 of the 67 patients covering a median period of 18 months and ex: 
tending over periods of up to nearly 15 vears after they had left the hospital, 

The median age of these patients was 65 at the time of admission, Approximately 
one-third had never had a elinical episode of emotional disorder until after the age 
of 60. About two-thirds of the patients had had previous attacks; one-half of this 
group had been hospitalized. These previous attacks had been psyvehoneurotic in 
nature except in the cases of three patients who had received other diagnoses in early 
adult episodes. 

The family histories in 1 patients showed no emotional disorders while psveho- 
neuroses or definite instability were present in TL and one or more psvehotic reac- 
tions were known to have occurred in the families of 10. On physical examination 


these older patients with psvchoneuroses were characteristically very well preserved 


physically and appeared younger than their ages. A total of 37 showed only mild ot 


no evidences of arteriosclerosis of the retinal or peripheral vessels and only nine had 
definite hypertension, 

Fifty patients showed definite external precipitating factors considered adequate 
to cause theif illness, The usual psvchoneurosis in this group was of the mixed type 
showing a diffuse symptomatology with few of the pure clinical types. In comparison 
with younger patients with psychoneuroses, there was little spontaneous sexual trend 
in the older group. which appeared more concerned with the threat of other insecuri- 
ties and deprivations. 

The histories in the cases of the }} women included in the study suggested that the 
menopause is not as likely to precipitate psvchoneurotic episodes as might be thought, 

These patients responded promptly to hospital treatment. The median length of 
hospital treatment was three and a half months compared with a median of five months 
in the 625 younger patients admitted with psvchoneuroses in the same period, After 
a median period of 18 months and extending up to Lt vears. 47 of the 57 patients 
with follow-up reports were recovered or much improved and about their usual ac- 
tivities, some at very advanced ages. The great majority of the patients did well with. 
out electric shock therapy which was oecasionally used when indicated, 19 references 


abstract. 


In Appraisal of the Psychological Relationship of Coronary Disease to Peptic Ulcer 
MAURICE FELDMAN. AND SAMUEL MORRISON. Baltimore. Md. Am. J. Digest, Dis. 
18:55-0, Feb. 1951. 


A study was made of 1.522 autopsies. of all ages from infaney to old age. to deter: 
mine the anatomie incidence and relationship between coronary disease and peptic 
ulcer, Among these autopsies. there were LOL cases of peptic ulcer. an incidence of 
6.6 per cent, In this material there were 753 cases of all types and degrees of coronary 
disease: among these there were 152 cases with coronary occlusion. an incidence of 
20 per cent, In the 753 cases with coronary artery disease there were 68 cases of peptic 
ulcer, an incidence of 9 per cents and in the 152 cases with coronary occlusion, peptic 


uleer was present in 16 or 10.5 per cent. 
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There are many significant similarities between peptic uleer and coronary disease 
from a physiological and psychological standpoint which are discussed in this paper. 
| | 


The purpose of this study was to record the practical clinical observations in’ the 


anatomic and psychosomatic domains as seen by the clinician, 5 references. Luther's 


abstract. 


Personality Factors in) Osteoarthritis. HENRY LIHN. KARL MENSNINGER, AND MARTIN 
Topeka. Kan, Bull, Menninger Clin, 1521-5, Jan, 1951, 


There are a priori reasons to believe that all persons with joint disease may have 


some characteristic personality factors and premorbid adjustment) patterns which 


distinguish them from persons who tend to develop other types of acute or chronic 


iIIness. But there are also a priori reasons for suspecting that these two recognized 


types of arthritis would also be distinguishable on such a basis. 


In those we have discussed herein (the osteoarthritics), there is a striking degree 


of case-to-case correspondence personality structure cold, miserable, emotion 


ally starved childhood followed by an overtly aggressive and assertive adolescence, 


and thence to imperfectly integrated interpersonal relationships in adult life. A-pre- 


carious balance of aggression and dependency is established, and when this balance 


is upset. the joints assume the burden by compromise, An over-charge of aggression 


is controlled by an inadequate ego through self-destructive allocation to the mobile 


structures of the soma, Relative superego placation is achieved through the feeling 


of painful attrition and through the feeling of controlled physical outhreaks: the 


pathologically strong passive erotic needs of the individual are gratified through the 


attentions of doctors. nurses. and masseurs . a chronic physical affliction has re- 


placed a chronic psycho-social maladjustment. Psvehological homeostasis has been 


re-established at the price of physical crippling. 14 references. duthor’s abstract. 


On the Psychology of Some Diagnostic krrors, WOH AKD LoRwENBERG, Bakerstield, 
Calif. J. Insurance Med, 6:35-8, Dee, 1950-Jan.-Feb, L951. 


The experience of a missed diagnosis has been little considered in the vast litera- 
ture on differential diagnosis and psychosomatic medicine. which concentrate more 
on utopian qualifications, Although the trinity of diagnosis. prognosis. and treatment 


are inseparable. the practical importance and theoretical implications of the diagnostic 


dilemma stand out as a special problem, The physician's reluctance to treat his own 


family proves his awareness of disturbing emotional forces in his work, The reaction 


to the missed diagnosis is singled out in this inquiry, The usually assumed poor elin- 


ical judgment certainly does not explain the failures of serious physicians: therefore. 


the psychiatric viewpoint is applied as a tool to those experiences that are common 


to all physicians. The more special deeper unconscious forces. different for each indi- 


vidual, are intentionally omitted as belonging to a specialized field. 


A number of detailed case illustrations are given which must be studied in’ the 


original, They demonstrate how, especially in acute emergencies and insurance prob- 


lems. some of these factors can lead us astray without under-rating many other possi- 
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bilities: Over-evaluation of spectacular symptoms, dramatic data of the history and 
unusual laboratory findings. The stvle and vogue of diagnostic and therapeutic fads 


of an impatient public for hasty decisions and the overselling popularizations of 
medical science contribute further to the physician's dificulties, of which he is only 


dimly aware, Dissimulation is perhaps a greater danger in many instances than the 


usually over-suspected simulation. 16 references, duthor’s abstract. 


Psychosomatic Mlness. 3. W. MACQUBEN, AND PRANK A. KAY, Birmingham, Ala. J.MLA. 
Alabama 20:283-87. Feb, 1951. 


Data on what constitutes a psychosomatic illness are sufheiently old now for such 


a classification no longer to be considered as a vague indefinite concept, A psycho- 


somatic illness is best understood as a psychoneurosis with coexisting somatic symp- 


toms, arising from disturbed automic function and from a definite psychogenic back. 


ground which must be found. The absence of signs of organic disease in a neurotic 


individual is not sufficient to make the diagnosis. 


The symptoms in a psychosomatic disorder are referable to a disturbance of the 


autonomic nervous system, instead of the sensory or motor component of the central 


nervous svstem as is true in conversion hysteria, The patient has some control over 


the autonomic nervous svstem through control of his emotions. 


In the first vear of its operation, the Psychosomatic Clinie of the Medical College 


of Alabama discharged as improved 65 per cent of all cases referred to it, including 


in this series some cases which were called “neurotic” in other clinies but which had 


no demonstrable psvehogenic background, The percentage was higher with those 


cases filling a stricter classification of what was and was not psychosomatic, Among 


the whole series were psychosomatic cases suffering from asthma, peptic ulcer, neuro- 


dermatitis. auricular fibrillation, mucous colitis. tension headaches, cystitis and hyper- 


tension. which were relieved by psychotherapy alone. 


A psychosomatic illness is a relatively mild psvechoneurosis which usually requires 


less deep psvehotherapy. If the emotional component of the illness is roughly greater 


than 50 per cent, the illness is usually not psychosomatic, but a more grave psyvchi- 


atrie disorder requiring deeper psychotherapy. Author's abstract. 


Vyogenic Headache (Der myogene Kopischmerz). €. Munich, Germany. 
Munchen, med. Wsehnschr, 92:263-68. May 26, 1950. 


This article deseribes a peculiar illness, the occurrence of which is steadily inereas- 


ing. [tis especially noticed in women of middle age. 


The patients complain foremost of a headache or of a pressure in the head. The 


more observant patients notice that the pain is located at the base of the skull and 


that it leads to a stiffening of the neck. 
On palpation the physician will recognize immediately that the muscles and over- 


lying tissues of fat are strongly thickened, hardened. and very painful. In case of 


poor medical treatment, the pain spreads to the small nape muscles, the shoulder 


girdle, the back and the upper arms, lis development strongly interferes with the 
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working abilities of the patient, through prolonged or recurrent pain and stiffening, 
which leads, first to a chronic misuse of antineuralgic medication and finally to vari- 
ous abnormal psychic conditions. 

Concerning the main causes and their complex consequences, this much can be 
said: A very great number of injuries and noxious agents apparently lead to a strong 
tonnus increase of the muscular system and to manifold conditions of fear, The vari- 
ous household chores that are performed in a cramped position by women such as 
knitting, sewing, potato peeling, ete.. especially lead to an unnoticed and lasting 
elevation of the shoulders, stooping, caving in of the chest, and the development of a 
kyphosis by which the trapezius becomes permanently cramped, In an acute case, 
naturally, it is myositis. in which case the infection probably originates in the teeth 
or in a chronic infection of the tonsils. 

The primary treatment consists of through massage. which in 12 to 15 daily ses: 
sions will loosen and soften the hardened tissues; in this treatment the skin, the sub- 
cutaneous fat tissues, the fasciae and muscles have to be worked over with vibrating, 
stroking and kneading finger movements. In advanced cases, it is necessary to double 
the number of massages. which will have to be repeated from time to time. 

In order to achieve complete success, therapy must be extended to the entire per: 
sonality, This includes active. relaxing exercises, breathing exercises and postural 
gymnastics, heat application in all its various forms, auto-suggestion, and general 
medical psychotherapy. 

The results are highly gratifving in that the sufferer is promptly relieved of pain. 
and regains spiritual and bodily vigor, Infectious etiology calls for removal of focal 
infections. 


Headache Related to Low Back Pain. x. 
7147-8, Feb, 1951, 


Duluth. Minn. Journal Lancet 


In a group of seven patients. it was possible to establish a relationship between 
headache and pain in the lower part of the back, The back pain was due to abnormal- 
ities of subfascial fat tissue in the sacral and the ilio-lumbar regions, In two cases, 
preliminary diagnostic injection of local anesthetic provided prompt and prolonged 
relief of the back pain and the headache simultaneously, In four patients it was nec- 
essary to undertake operation for resection of the fat tissues, This resulted in imme- 
diate and complete elimination of the back pain and the head pain, in all cases, One 
patient was not treated, The results have been maintained for periods of observation 
varving from four to twelve months. 

All the patients sought relief from orthopedic disabilities: the observation of the 
related headache was, in a large measure, accidental. 

The mechanism of development of the head pain is not clear. However. several 
possibilities are considered; spasm of the long muscles of the back, to provide trae- 
tion on the occipital cranium (Campbell and Parsons); referred pain, by pathway: 
as vel undetermined; or an autonomic concomitant of the afferent impulses from the 


back. 11 references. Author's abstract. 
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Segmental Neuralgia, 1. scHADT, Bethlehem, Pa. St. Luke's Hosp. Bull. 5:98-101, 

Nov. 1950, 

The purpose of this article is to bring attention to backaches having associated 
superficial neuralgias (segmental neuralgias) in the differential diagnosis of pelvic 
and lower abdominal disorders, This symptom complex is due to factors which irri- 
tate roots, ganglia, or trunks of the spinal sensory nerves. 

The patient having segmental neuralgia complains of back pain and or abdominal 
pain. A pattern of tenderness may be elicited by abdominal palpation and pinching 
the skin. Marked tenderness along the levator muscle, particularly at the insertion 
into the white line, is elicited when performing a pelvic examination, The pain may 
also be referred down the thigh to the heel. or may be at the vagina and rectum shoot- 
ing upward through the abdomen to the navel; there may also be a sense of loss of 
support in the pelvis. The complaint may be aggravated by or present only at the 
time of the menstrual period, and is present without any abdominal pathology, 

Segmental neuralgias may be treated by the use of heat, bed boards, proper support 
to correct a faulty posture, addition of a shoe lift to a leg of unequal length, removing 
foci of infections, mild exercise, and relief from heavy work and tiredness. 

The recognition and treatment of this syndrome will save many patients hospitali- 


zation and unnecessary surgery, 7 references. duthor’s abstract. 


Vigraine Headache: An Analysis of 124 Cases Treated By Head-Traction Manipula- 
tion and Thiamin Chloride. MURRAY M, BRAAF, New York, New York State J. 
Med, 57:528-33, Feb, 1951. 

Trauma to the cervical spine, direct or indirect. is the most important factor in 
the causation of migraine headache, Most injuries to the neck are of an indirect 
nature, and may be caused by a fall on the head or on the back. the feet, or the out- 
stretched hands, ete., the force being transmitted to the cervical spine, although 


the patient may not experience any apparent injury to the neck at the time, More- 


over, the injury may have occurred many months or vears before the onset of svmp- 
toms of migraine so that the causal relationship between the injury and the headache 
may be either overlooked or forgotten by the patient. Roentgenograms of the cervical 
spine show evidences of injury in the majority of cases of chronic migraine, and one 
of the most common findings is the loss of the normal lordotic curve of the cervical 
spine. 

The most outstanding feature of the analysis is the constant physical finding of 
localized tenderness of the upper cervical spine in every case of both the typical and 
atypical forms of migraine, Cervical tenderness represents for the greater part irri- 
tated nerve root fibers. as pressure applied by the examiner's thumb on the upper 
cervical spine on the side of the headache will not only cause local tenderness but 
will often reproduce the original headache in the frontal or supraorbital on the same 
side, Headache is produced only when the upper cervical nerves are irritated or 
compressed. 

There are many extraneous factors in the causation of migraine which tend to 
confuse the already very complicated picture of headaches. Among these are heredity, 
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allergy, eye-strain, emotional upsets or excitement, barometric pressure variations, 
ingestion of alcohol, exposure to sun or smoke, and straining of the neck, All these 
factors are shown to be only secondary or precipitating causes producing a direet or 
indirect stimulation or irritation of the upper cervical nerves. 

Migraine headaches can be treated successfully by head-traction manipulation and 
thiamin chloride. Approximately 45 per cent of the 124 cases had no migraine aitacks 
after one to two months of treatment. and another 43 per cent were materially im- 
proved, making a total of 88 per cent of the cases which were benefited by this therapy. 
All patients were observed for a period of 6 to 25 months after stopping treatment. 

(Since submitting this article for publication, it has been found that some of the 
more chronic cases may require as long as 8 to 12 months of therapy before a satis- 
factory result can be obtained.) 11 references, 3 figures. 2 tables. duthor’s abstract. 


The Treatment of Attacks of Migraine with Dihydroergotamine (Le traitement des 
crises migraineuses par la dihydro-ergotamine), A, D. HERSCHBERG, Paris, Paris 
meéd, 40:587-90, Nov. 11. 1950. 


Dihydroergotamine is a derivative of ergotamine and is definitely less toxic. It has 
a purely sympatholytic action with very few side-effects. If given by subcutaneous 
injection during an attack of migraine, the pain is relieved in fifteen to forwy-five 
minutes, If dihydroergotamine was given by mouth for a prolonged period, attacks 
of migraine were prevented, but they recurred as soon as treatment was stopped 
Repeating the treatment was equally effective without increase of dosage. In other 
types of headache, the drug was not effective, 29 references. 


Emotional Stress in Relation to Attacks of Multiple Sclerosis, BRICK NER, AND 
DONALD simons, New York. Research Publ. AL Nerv. & Ment. Dis. 28:11. 
19, 1950, 


A study has been made of the records of 50 cases of multiple sclerosis. in a search 
for distinet clinical evidence as to whether emotional factors may precipitate attacks 
of the disease, Clinical evidence. although not scientifically final, does suggest an 
affirmative answer. Difficulties are inherent in the evaluation of the evidence in many 
cases, and certainty is diflieult to achieve, Sometimes the time interval between the 
oceurrence of the emotional event and the development of the pathological neuro- 
logical process is very short: these instances support the assumption that physiological 
factors linked with the emotional episodes may set off the pathological mechanism. 
In other cases the time interval is so long that other (physical and chemical) processes. 
such as anorexia or gastro-intestinal disturbances are likely to occur: these, rather 
than the emotional process itself, must be thought of as contributing to lesion forma. 
tion. The evidences are sufficiently indicative of a direct or indirect relationship be- 
tween stress and the precipitation of attacks to warrant doing everything possible to 
help patients with multiple sclerosis to avoid stress and tension. 

There is not the remotest reason for considering multiple sclerosis a psychogenic 
disease. The most that can be said is that emotional factors may be of importance in 
provoking attacks, or in abetting regression, 2 references. duthor’s abstract. 
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Resumé of Anesthetic Experience in 1037 Intrathoracic Operations, G, A, LAGHT, H. M. 
LIVINGSTONE, AND W, £. ADAMS, Chicago, Ill, Anesth. & Analg. 29:301-14, Nov.-Dec. 
1950. 


A summary of 1037 intrathoracic operations is presented for study, particularly of 
the anesthetic management and postoperative complications. The series represents the 
work of LL surgeons and 22 physician-anesthetists, residents and staff members. Tables 
present types of surgery, sex incidence, age incidence, physical state or pre-operative 
risk. incidence of death and time and cause of deaths, As with most intrathoracic pro- 
cedures, the patients in most instances were not good surgical risks, Only 152, or 14.6 
per cent, were considered good surgical risks, while 117, or 11.5 per cent, were in seri- 
ous condition preoperatively, Seventy-four per cent were considered fair to poor risk 
patients, Emphasis is made on thorough pre-operative study and medical management 
to put these patients in as good pre-operative condition as possible in each individual 
case, The majority of these intrathoracic operations were carried out under ether- 
oxygen anesthesia by the semi-closed mask method using continuous, but varied, posi- 
tive pressure when the chest was open. Agents and management of induction varied, 
but agents for maintenance varied in only a few cases. An endotracheal tube was em- 
ployed in a few cases. either from necessity for a clear airway or for purposes of 
comparison, But the great majority of these patients. showing a clear airway during 
induction, were managed throughout with only an oral or naso-pharyngeal airway in 
place. Careful attention under direct vision was given to adequate inflation of lung 
tissue. interpreted in the light of the patient's condition at all times. Bronchoscopy was 
emploved before and following surgery if secretions were copious or respiratory ex- 
change inadequate, All patients received intravenous fluids and blood as required 
during surgery. 

Post-operative care included oxygen therapy for at least twenty-four hours beginning 
with mask oxygen under slight positive pressure with gradual reduction of pressure 
and a transfer to catheter endopharyngeal insufflation of oxygen when the patient's 
condition permitted, Continuous suction drainage of the pleural cavity was applied 
except after pneumonectomy or plombage to prevent accumulation of exudate in the 
pleural cavity and to keep the lung expanded. 

There were 88 deaths in this series, a mortality rate of 8.5 per cent. including 3 
deaths in the operating room and all deaths up to seven months post-operatively, A 
detailed table and discussion of these patients is presented. 18 references. 6 tables.-- 
duthor’s abstract. 


Vortality in Geriatric Surgery. vovis carp, New York, N.Y. Brit. M. J. 
4690: 1198-1201, Nov. 25, 1950, 


With increase in the life-span, the surgeon is playing an increasingly important 
role in geriatrics, in order to save life, add years to life and life to years, and to 
reduce mortality, The Goldwater Memorial Hospital in New York City has patients 
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who are mostly in the older age groups, who are afllicted with chronic and degenera- 
tive disease and who are extreme substandard risks. The major causes of death in 
100 consecutive necropsies on patients over 60 who died within one month after 
operation were bronchopneumonia, heart failure and peritonitis. The major con- 
tributory causes were pyelonephritis and metastatic carcinoma, In patients over the 
age of 60, from 1939 to 1944, the mortality rate in 450 major operations, 13 per cent 
of which were emergency cases, was 23 per cent, During 1945-9 the mortality rate in 
851 major operations has been reduced to 17 per cent, with the emergencies consti- 
tuting 24 per cent. There is also a 5 per cent drop in mortalities from emergency 
surgery when the vears 1939-44 are compared with the vears 1945-9, Emergency 
surgery produces a mortality rate about two and a quarter times that of elective sur- 
gery. In emergency surgery the risk is increased when patients come to operation too 


late, especially in spreading infections and obstruction in various systems, After 


statistical analysis of various groups of cases. the following impressions were made 
on the author, Early choleeystostomy is the operation of choice for acute cholecystitis 
and or cholelithiasis. Intestinal obstruction calls for immediate tube decompression. 
for methods to increase blood volume and to restore fluid and electrolyte balance, and 
for quick operative relief within 24 hours, Acute appendicitis is a difheult diagnostic 
problem in old people and its mortality is high, 36 per cent. Surgical therapy under 
local anesthesia is advisable for symptom-producing inguinal and femoral hernia. 
The mortality and morbidity are almost negligible. The use of tourniquets for ampu- 
tations is not approved. The trauma of tourniquet constriction will further damage 
affected blood vessels and contribute to massive thrombosis. Closure of mid-thigh 
amputation stumps in layers is advisable for diabetic or arteriosclerotic gangrene, 
except when ascending infection is present or when the circulation of the amputation 
stump is seriously impaired, Prophylactic care and the maintenance of a positive 
nitrogen balance will minimize the incidence of decubitus ulcers. which may. start 
the patient on a serious physical decline. Their operative closure has been unsuccessful. 
Early out-of-bed care and ambulation are advisable. Adequate chemical balance helps 
to maintain comparatively normal homeostasis and physical reserve. An aging heart. 
coronary sclerosis with myocardial fibrosis, and valvular defects do not necessarily 
contraindicate operation, Because 27 per cent of the postoperative deaths were caused 
by heart failure, preoperative digitalization is advisable unless there is a contraindi- 
cation, such as heart block. Improvement in anesthesia is a major factor in the in- 
creasing success achieved by geriatric surgery, A proper psychological approach to 
sick old people. with kindness, understanding. tact, optimism and patience, will inspire 
cooperation and confidence. 18 references. 2 figures. 3 tables. 2 charts. duthor's 


abstract. 


The Present Status of Antibiotic and Chemotherapeutic Agents in Surgery, WWA1AM 
\. ALTEMEIER, Cincinnati. Ohio. Pennsylvania M. J. 5.3:1257-68, Dee. 1950. 


As a result of numerous advances in the field of antimicrobial therapy, the outlook 
of surgical patients with established infectious lesions or operations performed in 
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contaminated fields is vastly improved, There are still, however, many surgical lesions 
of microbial etiology which are refractive to any known form of chemotherapy, With 
the introduction of the newer agents, chemotherapy has become more complex, and 
results obtained depend largely upon the clinician's observance of certain factors and 
principles. These factors control the effectiveness of chemotherapy and indicate the 
beneficial uses and limitations of antibacterial agents at the present time, When used 
properly, these antibiotics can profoundly affect the prevention and control of surgical 
infections. When used improperly. their clinical effect may be limited, incomplete, 
or absent. 

The chief considerations are: (1) Early diagnosis before establishment and wide 
diffusion of the infection and (2) accurate and complete diagnosis, including determi- 
nation of the etiologic agent as well as clinical evaluation of the patient's condition: 
(3) selection of the proper chemotherapeutic agent, based on consideration for the 


group sensitivity of various types of bacteria to individual agents within the various 


bacterial species: (4) adequate dosage for a sufficiently long period of administra. 
tion and (5) prompt surgical intervention when indicated, rather than a complete 
reliance on chemotherapy: (6) understanding of possible untoward reactions from 
each chemotherapeutic agent, (7) supportive treatment of any physiologic alterations 
and (8) the indications for prophylaxis with chemotherapeutic agents, 2 tables.— 


futhor’s abstract. 


Studies in Vitamin © and Protein Metabolism in Surgical Patients on a Routine Hos- 
pital Diet, MAURICE BROWN, P. DONOVAN, San Diego, California, West. J. Surg. 
58 :500-00, Oct. 1950. 


The vitamin C and protein metabolism of 28 surgical patients on an average routine 
hospital diet has been investigated in order to determine whether such a diet is ade- 
quate to induce positive nitrogen balance and maintain the whole blood vitamin © 
at normal levels, Whole blood vitamin C, plasma nonprotein and total nitrogen and 
twenty-four urine vitamin © and total nitrogen levels were determined preoperatively 
and, at varying intervals, postoperatively, The daily postoperative intake of protein 
and vitamin © in the diet or by supplementary means was also recorded, The opera- 
live procedure of the 28 patients in this series fell into one of the following categories: 
operations on the chest, gastrectomies, cholecystectomies, bowel resections, appendec- 
tomies, and a miscellaneous group consisting of a Smithwick sympathectomy, radical 
mastectomy, transthoracic vagotomy for ulcerative colitis, and drainage of tubo- 
ovarian abscess. 

In this series (1) a normal preoperative vitamin C level was maintained postopera- 
tively except in those patients who had undergone bowel or gastric operations or in 
whom there was some interference with normal postoperative alimentation; (2) there 
was considerable delay in attaining postoperative nitrogen equilibrium and a posi- 
tive balance, but there was no evidence that this delay affected wound healing to any 
significant degree, 

These studies suggested that the surgical patients whose nutritional status is satis- 
factory at the time of operation and who are able to ingest and assimilate the routine 
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hospital diet immediately after operation do not need supplemental protein and vita- 
min ©, Patients showing evidence of poor nutrition, however, should receive supple- 
ments of protein and vitamin C preoperatively and, if their alimentation is delayed 
for any reason, they should also receive postoperative supplements of these factors. 


12 references. 6 charts. | table.—Author’s abstract. 


Surgical Treatment of Arterial Hypertension in 108 Cases. (La thérapeutique chirur- 
guale de Uhypertension artérielle daprés 108 observations), ?, WERTHEIMER AND 
J. Lecurre, Lyons, France. J. de méd. de Lyon 31 :819-24, Oct. 5, 1950. 


The article reports 108 cases of arterial hypertension treated by surgical methods. 
Adrenalectomy was done in 17 cases, and in all but 1 of these, sympathetic denerva- 
tion was also done on the splanchnics and the upper part of the lumbar chain—either 
unilateral or bilateral, There was only one postoperative death three weeks after 
operation; the remaining 16 patients live for eighteen months to twelve years; 4 
died more than two years after operation, 3 of these from cerebral accidents. Of the 
12 surviving patients, 8 are in good condition, 4 having resumed their normal activi- 
ties: 4 are in only moderately good condition, but showed very definite improvement 
lasting an average of four years. In the other cases various types of sympathectomy 
have been employed. The sub-diaphragmatic operation was done in 18 patients with 
no postoperative deaths; 4 died shortly after operation from cerebral accidents and 
t have not been followed up. Of the 10 patients followed up, 4 have died and 6 are 
living for five months to two vears; 3 are in good condition and carrying on normal 
activities; 2 have restricted their activities somewhat and 1 is in unsatisfactory con- 
dition. Bilateral splanchnicectomy by the posterior mediastinal route (Peet's opera- 
tion) was done in 24 cases, usually in one stage, but in 3 cases, in two stages, There 
were no postoperative deaths. Two patients could not be followed up; 1 died from 
cancer of the rectum, Of 21 patients followed up from twenty months to over eight 
vears. 11 died, in an average time of two years and eight months; in all but 3 of 
these cases, there was definite improvement during an average period of twenty months. 
Three patients are living a normal life. 

Thoracolumbar sympathectomy (Smithwick’s operation) was done in 49 cases, in 
most cases in two stages. making a total of 83 operations. There were 8 deaths in 
this group, 3 of which occurred in the early postoperative period, and 5 later, 1 due 
to stroke and 2 to cardiac failure. Of the 41 surviving patients. 2 have not been traced 
and 7 have been operated too recently to determine the results, Of the 32 patients 
followed up for nine months to over two years, 3 have died, 2 of them from cerebral 
accidents, Of the remaining 29 patients, 20 have noted continuing relief of their sub- 
jective symptoms and 16 of these have returned to full normal activity; 4 carry on 
restricted activities; 2 have only a moderately good result, which in | case is due to 
orthostatic hypotension. In 19 patients the average reduction in systolic pressure was 
12 mm. Hg. and in 13 patients the average reduction in diastolic pressure was 
26 mm. Hg. 

The surgical treatment of hypertension is of definite value in well selected cases. 
It prolongs life in some groups. relieves the subjective symptoms even when the blood 
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pressure is not definitely reduced, and has a favorable effect on the eve symptoms in 
some cases. and often on the renal function, 2 figures. 


A New Method for the Early Diagnosis of Acute Appendicitis in the Absence of 
Localization, &. 1. KEYES, St. Louis, Mo. Surg. Clin. North America, 30:1447-50, 
Oct. 1950. 

The early diagnosis of acute appendicitis has proved feasible, even in the absence 
of localization, by obtaining the characteristic history, during the first eight hours, 
of (1) midline persistent pain, (2) anorexia and (3) downward urge to defecate, 

By the older method, it was recommended that “in diagnosis most weight should 
be put on the physical examination of the abdomen” and that “next in importance 
comes the history.” The newer method has proposed instead a reversal in emphasis, 
putting more weight relatively upon the history than upon the physical findings, as 
in this patient. 

Characteristic Early History in Nonlocalization, P1iRST EIGHT HOURS OF ILLNESS, 
A boy. aged seven vears, awakened Monday with a generalized “stomach ache” which 
doubled him over. He ate no breakfast. Feeling a desire to defecate, he sat repeatedly 
on the toilet, but could pass nothing. His mother, thinking him constipated, gave him 
an effectual enema, but pain persisted despite defecation, There was no nausea or 
vomiting. 

stnseguext course. All Monday pain persisted, with anorexia and the downward 
urge to defecate, but without nausea or vomiting. There was tenderness in the midline 
when the mother pressed his abdomen, Pain persisted in the midline of the abdomen 
from Monday to Friday, being worse Thursday night and disappearing completely 
Friday. The boy would not eat. although he was apparently well otherwise: so Sun- 
day. the seventh day of illness. a physician was called. who made no diagnosis but 
sent him to the hospital for study, 

Admitted on the medical service. the resident found a child apparently well reading 
the funny papers. There was tenderness with muscle guard just below the umbilicus, 
und a tender mass was felt by rectum. Bowel sounds were hypoactive. Temperature 
99.8 F.. pulse 90, white blood cell count 17.200, 

The resident. familiar with the teachings, made a diagnosis of acute appendicitis. 
Operation showed a gangrenous appendix in the pelvis in an abscess. Appendectomy 
was followed by recovery. 19 references. 1 figure. 2 tables. duthor’s abstract. 


Dangers of the Tie and Drop Method of Appendectomy, 3. 8. Hoov, Birmingham. 

Ala. J. M.A. Alabama, 20:251-53, Jan. 1951. 

The various technics involved in an appendectomy fall into three major groups: 
(1) the classical method where stump is tied and inverted with purse string, (2) the 
Ochsner method; stump not tied, but inverted with purse string. (3) the tie and 
drop method where stump is just tied. It is the purpose of this paper to point out the 
dangers and complications involved in the use of the tie and drop method, 

Case 1: G. MeG., seen September 28, 1947, had a persistent draining sinus and 
an old MeBurnery scar following appendectomy by tie and drop method, Incision 
had been previously reopened two months after first operation and ten months ago. 
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Laporotomy at this time revealed draining sinus which connected to a tubular organ 
and the ceeum which contained pus. Pathologic report revealed organ to be an ap- 
pendix, which was removed and inverted. 

Case 2: G. E. had had an appendectomy 28 months before, with an acute abscess 
developing 18 months ago. Acute peritonitis occurred September 24, 1947, Explora- 
tion revealed ruptured abscess with inflammatory mab of intestinal tissue, which 
was the stump of the appendix. The area was resected and was followed by an un- 
eventful recovery. 

These two cases are exceptional, but represent dangers of the tie and drop method. 
Mechani-m is either: 1. A portion of the stump is left in with subsequent suppura- 
tion, 2. Diverticulum formed at weakened site with subsequent suppuration, 

In 101 cases in the author's experience, the base of appendix erring on the cecal 
side was clamped. the appendix removed, and the stump not tied but inverted and 
reinforced, Of these 101 cases. 33 were either gangrenous or ruptured; 4 cases devel- 
oped abscesses in spite of antibiotic therapy. No fecal fistulas resulted. Hence. it is 
felt that all cases can be inverted. in order to prevent above mentioned complications. 


6 references, duthor’s abstract. 


Vagotomy and Duodenal Ulcer. noss, J. Geppes, HAUCH, NX. scRATCH, London, 

Ont. Canad. M. A. J. 63:347-55, Oct. 1950. 

Fifty consecutive patients who have had vagotomy at Westminster D. V. A. Hospital, 
London. Ontario, were critically reviewed and assessed, in order to ascertain whether 
or not the operation of vagotomy should be continued or whether partial gastrectomy 
should be the operation of choice, All patients were recalled and admitted to hospital 
for investigation. This consisted of careful history and physical examination, x-ray 


study, and laboratory tests. 
Twenty-four patients had vagotomy only, 25 had vagotomy plus gastroenterostomy, 


and one had vagotomy plus a partial gastric resection, Results were satisfactory (good 
plus fair) in 78 per cent of the total group, All the results were satisfactory when a 
vagotomy and gastroenterostomy were performed at the same time, There were no 


post-operative deaths in this series. The conclusions were as follows: 
1. Fifty patients have been critically reviewed after vagotomy for duodenal ulcer. 
The follow-up period has been | to 3 vears. 2. Vagotomy alone has been successful 


in 66.6 per cent of the cases to date. 3. Posterior gastroenterostomy combined with 


vagotomy has been satisfactory in 88 per cent of the subjects to date. This included 


vagotomy for previously performed gastroenterostomy with complications, 4. Ex- 


cluding previously complicated gastroenterostomies, the results following gastroen- 


terostomy plus vagotomy, have been 100 per cent satisfactory to date. 5. These short 


term results are better than we would expect following subtotal resection or gastroen- 


terostomy for the same period of time. There have been no jejunal ulcers. 6, There 
has been a marked drop in postoperative bleeding. 7. There has been no mortality 
in this series, 8. Two failures have been proved to be due to incomplete vagotomies. 


Some of the other poor results may also be due to this cause, 9. These veterans can 
be followed accurately, 10. We are justified in continuing with posterior gastroen- 
terostomy and vagotomy. 11. The insulin test has not been helpful in prognosticating 
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clinical results, There were no satisfactory correlations in such a small group to aid 
in selecting future cases. 12. We do not claim that our series of gastroenterostomy 
plus vagotomy will prove ultimately better than other surgical procedures for intract- 
able duodenal ulcers. 30 references. 7 tables.— Author's abstract. 


Certain Aspects of Benign and Malignant Gastric Ulcer, WALTER LINCOLN PALMER, 
Chicago. Il. Bull. New York Acad. Med. 26:527-37, Aug. 1950. 


Evidence is presented that peptic ulceration of the stomach may develop in a normal 


mucosa. in an atrophic mucosa, or in a neoplasm, The morphology of an ulcerating 
carcinoma is frequently determined more by the peptic ulceration than by the neo- 
plasm. These are the lesions in which the question of carcinomatous degeneration of a 
pre-existing ulcer is raised, The existence of such a neoplastic transformation has not 
heen proved; pathologic and clinical evidence both are inadequate; no one has as 
vet actually witnessed such a process, Peptic ulceration in carcinoma is also respon- 
sible for the difficulty in differential diagnosis, The most important feature in the 
clinical differentiation is the demonstration, roentgenologically or gastroscopically, of 
the infiltration of the gastric wall or mucosa so characteristic of tumor or, conversely. 
the demonstration ef the complete healing of the ulceration without residual infiltra- 
tion. The practical diagnostic and therapeutic difficulties may be resolved by the im- 
mediate removal of all gastric uleers--the procedure favored by most surgeons and 
many internists, Those who essay to treat gastric ulcers medically as benign lesions 
must accept a certain risk, just as the surgeon does in operation. The amount of this 
risk is a matter of opinion rather than fact. Medical treatment is permissible only if 
exhaustive study fails to disclose evidence of neoplasm: it may be continued only if 
the objective methods of x-ray and gastroscopy show healing of the uleer with no 
infiltration, The treatment of gastric neoplasm is surgical, 26 references. 5 figures. 
duthor's abstract. 


The Large Gastric Ulcer, 4, wraxwoov, Edinburgh. Scotland, Edinburgh M. J. 

57 :234-242. June 1950. 

There were 102 patients with gastric ulcer in a series of 537 cases of peptic ulcer, 
duodenal uleer comprising the remainder. 

In the gastric ulcer group, 57 patients were found to have large ulcers, i.e. greater 
than 2.5 em. in diameter, These patients had shorter histories than the cases of small 
ulcer. This, however, is not significant. Patients with large ulcers may have other 
chronic diseases such as tuberculosis, syphilis, valvular disease of the heart or hyper- 
tension, Although these conditions may possibly have played some role in the etiology 
of the ulcer, their presence did not in any way delay healing of the lesion. 

Hypochlorhydria was present in 92.9 per cent of cases of large ulcer. Compared 
with the gastric analysis of patients with small ulcers this hypochlorhydria is statis- 
tically, and should be clinically, significant. 

The size, thus the criterion for small or large gastric ulcers, is usually determined 
by radiological examination, In addition the site and shape of the ulcer, gastric de- 
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formity, local tenderness. peristaltic activity, mucosal pattern and evidence of healing 
are all important factors in assessing the benign or malignant nature of the ulcer, 
All the small gastric ulcers showed radiological evidence of their innocent character. 
Twenty-one per cent of the large ulcers had signs suggestive of malignancy. It was 
found at operation, however, that all these ulcers were benign. 

In spite of the established teaching that all gastric ulcers greater than 2.5 em. in 
diameter are or may become malignant, no instance of carcinomatous ulcer was found 
in this series. 

The size of the ulcer does not generally delay healing, unless the ulcer is eroding 
the body of the pancreas, 

None of the patients with small ulcers died, The mortality rate was 12.5 per cent in 
the group with large ulcers. Only five of the deaths, however, in these seven cases 
could be attributed to the ulcer; perforation was responsible in one and massive 
hematemesis in four of the patients. 16 references. 5 tables. Author's abstract. 


Intestinal Obstruction in the Infant and Newborn, JAMES C, OVERALL, AND JAMES A, 
KIRTLEY, JR., Tennessee State M. Nov. 1950. 


During the first month of life, death due to congenital anomalies are second only 
to prematurity, The surgical mortality of intestinal obstruction in the newborn period 
is far higher than in adults and far higher than it should be. Earlier diagnosis, as 
well as better pre- and postoperative care and better surgical technic will help reduce 
this mortality. 

Earlier diagnosis can be accomplished more easily by always being 
minded” and on the alert for these conditions, Certain cardinal symptoms are: (1) 
Vomiting is present in almost 100 per cent. Its type is dependent on the location of 
the anomaly. —if esophageal obstruction, the vomiting will be almost a regurgitation, 
while if a low intestinal, it will be fecal, Presence or absence of bile in vomitus is 
significant, (2) Absent or seanty stools: the test for bile and the Farber test for 
meconium would be indicated if one’s suspicion is aroused, (3) Loss of weight or 
failure to gain, (4) Abdominal distention: the type or location of the distention 
would be directly related to site of obstruction. (5) Visible and audible peristalsis. 
(6) Fever frequently due to dehydration. (7) Plain x-ray film of abdomen is usually 
sufficient confirmatory evidence. Films with the patient inverted may be of great help. 

Most of the different types of obstruction in the newborn period require early 
diagnosis and surgical relief, and the following are the more common and are dis- 
cussed in some detail in the original paper: (1) Esophageal atresia and tracheo- 
esophageal fistula, (2) Atresia of intestine, (3) A. Stenosis of intestine. B. Hyper- 


‘surgically 


trophic pyloric stenosis, C, Enterogenous cyst of duodenum or colon, (4) Diaphrag- 
matic hernia. (5) Meconium ileus, (6) Intussusception, (7) Obstructing mesenteric 
tumors, (8) Funetional intestinal obstruction, (9) Malrotation of the colon. (10) 


Imperforate anus. 

Some of the important points in the pre- and postoperative care and technical and 
surgical points are as follows: (1) Constant suction-siphonage drainage must be 
maintained, (2) Have a canula in a vein before operation. (3) Pre-operative corree- 
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tion of fluids and blood chemistry with correction of acidosis and adequate amounts 
of blood during operation. (4) Indicated postoperative fluids and chemotherapy. 
(5) Adequate incision and exploration for multiple points of obstruction, (6) Com- 
plete definitive surgery whenever possible. 

Earlier diagnosis and prompt. complete surgical correction, with good supportive 
therapy. will certainly lower the higher mortality found in intestinal obstruction in 
infants, Complete co-operation of pediatrician and surgeon is very important, 


Vedical and Modern Surgical Treatment of Chronic Ulcerative Colitis, 0, KAPEL, 
Copenhagen. Denmark. Acta Med, Scandinay, 138:528-40, 1950, 


In Denmark as well as in the other Scandinavian countries even the most serious 
cases of ulcerative colitis are medically treated, not seldom during decades, To be 
able to get an impression of the effect of this treatment the author has gathered 145 
cases from 5 big medical departments in Copenhagen. All cases were called up for 
examination 2-15 years after hospitalization. The various methods of medical treat- 
ment are mentioned. including modern antibiotics. By all these treatments definite 


but passing improvements were observed in some cases. The improvements as well 


as the almost constant recurrences occur as a rule without any certain apparent rela- 
tion to the treatment in each case. The author points out the importance of getting 
into direct contact with the patients discharged from hospitals. Only through this 
contact has it been possible to get an impression of the real severity of this disease. 

Real cures, ie. patients free of symptoms more than 5 years. belong to the greatest 
rarities (9 out of 145 cases), There are 48 dead, and 32 constantly heavily ineapaci- 
tated. in all 56 per cent of the author's material. None of the patients have been 
through radical operation at the termination of the work but so far three of them 
have later on been taken into modern surgical treatment, A few of the patients (fulmi- 
nant cases) have been operated upon according to old conservative principles (ap- 
pendicostomy. cecostomy, ete.) but with verv bad results. Most of them died shortly 
after the operation. 

The author proposes that every case of ulcerative colitis primarily should be sent 
for examination into a medical department, but that each case after the examination 
should be discussed by the medical man and the surgeon specialized in that field of 
surgery, Furthermore all cases of ulcerative colitis should be called up for procto- 
scopic and x-ray examinations at least once or twice a vear, 

Attention is drawn to the risk of carcinoma in ulcerative colitis, In this material 
only two cases were observed with certainty. 

On the basis of his material the author concludes that the medical (and conserva- 
tively surgical) treatment has made no progress during this century, and as a con- 
sequence of this fact the modern treatment of today must be preferred, aiming at 
(1) ileostomy, and in most cases later on; (2) subtotal or total colectomy, in one 
or two stages, In some cases it will be necessary to perform the subtotal colectomy 
with ileostomy in one single stage (vital indication). The author emphasizes the 
change in the care of ileostomy after production of modern ileostomy-bags (Koenig- 
Rutzen, Torbot Co.) 40 references. | figure. 
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Obstetrical Approach to Abdominal War Wounds in Late Pregnancy, BENIAMIN ECKER- 
LING AND RK, TOAFF, Jerusalem, Israel, J, Obstet. & Gynec, Brit. Emp, 57:747-49, 
Oet. 1950, 

Five cases of abdominal war wounds in pregnant women from the seventh month 
to term are reported. In 2 cases pregnancy was not interfered with at the emergency 
laparotomy made necessary by the abdominal wound, while in 3 cases a Caesarean 
section was performed because: 1. the wound affected the uterus; 2. the mother was 
dying while the fetus was alive and viable; 3. labour had started, Two of the mothers 
on whom Caesarean section was performed died for causes unrelated to the Caesarean 
section. All fetuses were saved. In the light of this experience it is considered that 
injury to the pregnant uterus and labour are absolute indications for Caesarean see- 
tion in the interests of the mother, Caesarean section in the interests of the fetus 
should be performed when the abdominal injury is considered fatal, When the above 
conditions do not obtain, a conservative attitude, as far as pregnancy is concerned 
should be the rule even after the limit of viability for the fetus has been reached, 
since pregnancy does not prevent the correct surgical treatment of abdominal war 


wounds, nor impair the normal healing process. 


Management of Wounds -Open and Gunshot. &. MORGAN, M.D., Bethlehem, 
Pennsylvania. St. Luke's Hosp, Bull, 5:79-87, Nov, 1950. 


A review of the perennial problem of wound management is presented. 

A wound is defined as a solution of the continuity of the body surface. Contami- 
nated wounds do not admit of standardized treatment in minutia, Therefore, a knowl. 
edge of fundamental physiology and pathology is essential to their proper handling. 
There are processes outlined and discussed. 

Thereafter, the chief factors that promote wound healing are discussed. 

The management of the patient as a whole from the viewpoint of an injured, shocked 
individual together with the toilet of the wound both as a first aid measure and as 
definitive therapy is then discussed, The latter includes a broad outline of the technic 
of débridement or, more exactly, wound excision, Splinting as an adjunct is included. 

Wound cultures, which will show bacterial floral patterns, are necessary in these 
days of antibiotics, Now that the field of therapy has been widened to include the 
entire spectrum of bacterial offenders, it is more therapeutically specific and econom- 
ical to know the contaminant by name and gram classification, 

Balanced nutrition as a factor in body economy is discussed in relation to wound 
healing. 

The bacteriology of wounds poses the question, “Will chemotherapy replace sur- 
very?” It is answered in two veins, viz: There are some infections which respond to 
chemotherapy per se; others require a nicely balanced program of surgery and chemo- 
therapy. Especially in clostridial infections must astute diagnosis and careful surgery 
be employed. 

Investigation of the sources of contaminating bacteria is made, Early contamination 
is less serious than later: the nose and throat of attendants is a frequent source: de- 
vitalized tissue provides the ideal pabulum and incubator for any contaminant. 
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The question of drainage is considered; the gamut of possibilities includes simple 


wicks to Carrel-Dakin treatment. 

Types of wounds are considered in an effort to outline variations in handling them, 
The differences between face and scalp lacerations versus those on the trunk are out- 
lined: skin grafting as an emergency measure is scrutinized. 

Emergeney therapy relative to head wounds is outlined, Therapy of puncture wounds 
and the problem of tetanus prophylaxis in civilian and military personnel is studied, 

General surgical procedures to be considered in thoraco-abdominal injuries are 
outlined, together with problems of anesthesia and surgical exposure, 

Foreign bodies and their fate when removal is impractical is analyzed in the light 
of experimental findings. The loss of peritoneum and body wall or both presents 
problems which can be more satisfactorily handled with the concept of closure without 
regard to absolute layer approximation. 

The newer developments of vascular surgery are discussed, Arteriorrhaphy with 
its role in extremity salvage and sympathectomy with its role in aiding jeopardized 
peripheral vascular circulation are the most recent additions. 

Compound- fractures complicating injuries are considered from the viewpoint of 
contamination, 

Secondary closure of wounds offers a means of shortening convalescence when 
long-standing wounds fail to close by second intention healing. duthor’s abstract. 


The Surgical Treatment of Mitral Stenosis, Gorvon MURRAY. Toronto, Ont.. Canada. 
Canad. M. A. J. 62:444-47, May 1950. 


There comes a time in mitral stenosis when the response to medical treatment does 
not relieve the patient of symptoms and signs of failure. At this time, in many pa- 
tients. if the mitral valve opening is enlarged, it gives considerable improvement in 
cardiac function with relief of symptoms and signs, Earlier attempts were made to 
enlarge these mitral valves, but the best study was done by Cutler in 1921, He used 
a punch with which he removed a portion of the stenosed mitral valve. The results 
of this were not very satisfactory, The stenosis was moderately relieved but was com- 
plicated by regurgitation, going on to failure in most of his patients. For this reason 
Cutler abandoned this idea and decided that a portion of the valve should not be 
removed, 

The next effort was made by Smithy who divided the commissures of the stenosed 
valve with moderate improvement in a small group of patients, This was followed 
up by Bailey and Glover who did a larger group of patients with improving results 
and by Halken who, with an approach through the auricle. either divided or stretched 
the valve by digital dilatation. 

My own study in this respect was published in 1938, following several years’ work, 
In this experimental work, the postero-lateral cusp of the mitral valve in dogs was 
resected, In controls this caused severe regurgitation, giving a fatal result within a 
few hours, If. however, a new valve was inserted to guard this opening. the animal 
survived, providing a satisfactory operation had been carried out. 
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The principle of this operation has been carried out in patients with good results 
in many. Special instruments were devised for an approach through the left ventricle. 
Through a cannula inserted into the ventricle, a scissors type of punch was passed 
through and the valve divided satisfactorily. In a few of the patients, who were better 
subjects, a good portion of the valve has been punched out and a new valve placed 
in. This latter is composed of a vein turned inside out with a tendon running down 
its lumen, This is suspended between the walls of the left ventricle, so that its central 


portion would be forced as a ball valve into the mitral defect, om systole. It is placed 
in such a way that on diastole. it floats out of the area, so that it will not obstruct 
filling of the ventricle. A small group of patients so treated have had striking improve- 
ment in cardiac function and have changed from severe invalids so that they have 
been able to undertake light work. The longest working time of such a valve in a 


human being is about five years. 
When some day it is possible to obtain a dry heart and an approach can be made 
directly at these structures, better results may be obtained. In the meantime, this offers 


improvements in some patients with severe disability from mitral stenosis, 24 ref- 
erences, 2 figures. duthor’s abstract. 


internal medicine 


Effects of Adrenocorticotropic Hormone in Pneumonia; Clinical, Bacteriological and 
Serological Studies. &. HW. KASS, S. INGBAR, AND MAXWELL FINLAND, Boston, Mass. 
Ann. Int, Med, 33:1081-98, Nov. 1950. 


Three patients with pneumonia due to types 8, 2, and 1 pneumococci, respectively, 
and 2 with primary atypical pneumonia were treated with pituitary adrenocortico- 
tropic hormone, Defervescence and relief from symptoms and signs of toxemia oc- 
curred promptly in all cases, In 3 instances the patients remained asymptomatic and 
afebrile, despite the persistence of bacteremia in one and the continued production of 
rusty sputum in another, 

One patient with pneumococeal pneumonia experienced an exacerbation of symp- 
toms while receiving ACTH, with remission when the dose was increased, This patient 
had an extension of his pulmonary lesion and later developed empyema, One patient 
with viral pneumonia had a similar exacerbation of symptoms while receiving the 
hormone, with prompt relief from all symptoms except cough when the dose of ACTH 
was increased but with return of fever and malaise after ACTH was withdrawn, No 
evidence was obtained of any bactericidal action exerted by adrenal steroids. Anti- 
pneumococcal antibodies and cold agglutinins appeared at the anticipated time. with 
no evidence of acceleration or delay in their production, 

Eosinophiles were uniformly absent in all cases during the acute stages of the 
illness and returned either after the dose of ACTH was reduced or. as in one case. 
when the patient developed tolerance to the administered dose of the hormone and 
escaped from its effects, Clearing of the pulmonary lesions may have been accelerated 
in one patient and delayed in another, but in the remaining 3 patients resolution of 
the pneumonic process seemed to have been neither accelerated nor delayed. 
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All the patients manifested euphoria and a sense of well-being at some time while 
they were receiving the drug. Two developed glycosuria, 2 developed facial edema, 
and all demonstrated some degree of bradveardia, but none showed any significant 
alterations of blood pressure or sedimentation rate attributable to the ACTH, 

It is concluded that. in some instances. ACTH may induce profound changes in 
the clinical symptoms of patients with acute infections without demonstrably affecting 
the etiologic agent. There was no evidence from these cases of any effect on the pro- 
duction of specific antibodies, The significance of these findings is not clear, They 
suggest that the greater production of adrenal steroids may augment those metabolic 
processes which are active in the cellular responses to infection, 10 references. 5 tig- 


ures, 3 tables.—duthor’s abstract. 


Antacids and Aureomycin. GREENSPAN, Chicago, Il, Am. J. Digest. Dis, 18:35-37, 

Jan. 1951. 

In the clinical use of aureomyein side reactions consisting of epigastric distress, 
nausea, vomiting, and diarrhea are not uncommon and, although usually minor in na- 
ture. they may become severe enough to interfere with, or even interrupt, treatment 
with the drug. A preparation of aluminum hydroxide gel has been prescribed along 
with the antibiotic, a procedure often effective in controlling gastro-intestinal upsets. 
However, aluminum hydroxide gel (amphojel) significantly reduces the level of 
aureomyecin in the serum when administered together with the aureomycin, 

We have been interested in a new antacid, sodium carboxymethyleellulose (carme- 
those), It was advisable to determine whether or not this antacid affected the blood 
level of aureomycin, either by inactivation or by interference with absorption, Thirty 
ml. of aluminum hydroxide gel. administered 15 minutes before a single oral dose 
of aureomycin. markedly depressed the serum aureomycin levels in 10 subjects. The 
simultaneous use of these two drugs is contraindicated. Thirty ml. of carmethose 
given in the same manner had no demonstrable effect on the aureomyein level of the 
serum and effectively diminished the gastro-intestinal disturbances frequently oceur- 
ring with aureomycin therapy. 

Amphojel absorbs aureomyein in vitro, It does not destroy or inactivate the latter, 
but it seems to hold it firmly, not permitting intestinal absorption, Carmethose does 
not absorb aureomycin in vitro and does not interfere with intestinal absorption, 10 
references, | figure. 2 tables.--duthor’s abstract, 


Mrthritis As Related to Gastroenterology, vever J, wanter, Trenton, STEVEN 
HOROSCHAK, AND LEY. Park. Pa. Rev. Gastroenterol. 18:70-75, Jan. 1951. 


Any approach to the diagnosis and treatment of arthritis which fails to take the 
gastro-intestinal system into consideration invariably will fail to be therapeutically 
profitable to the patient. 

Although the etiology of degenative or osto-arthritis has not been definitely estab- 
lished. nevertheless it has been observed that many patients diagnosed as osteo- 
arthritis, date their symptoms for many years to muscular rheumatism with a pro- 
longed history of gastro-intestinal complaints referred to as bilious spells, sick head- 
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aches, or “gas indigestion.” The etiology of rheumatoid arthritis is still controversial. 
However, such findings as increased sedimentation rate, leukocytosis (in acute forms). 
and the accompanying inflammation of synovial membrane and peri-articular tissues 
strongly suggest an infective basis. 

It has been suggested that focal infection in the colon is a common and important 
factor in rheumatoid arthritis, An abnormal intestinal flora produces stasis with 
local foci of infection and damage to the mucous membrane, Joints and muscles 
injured by previous exposure to streptococcal toxins become sensitized before they 
become susceptible to the toxins. The irritant sets up an acute inflammatory reaction, 
localizing it by the development of a lymphatic blockade which tends to wall off the 
irritant, Once a synovial reaction to a substance arriving by way of the blood stream 
becomes established, it tends to become more intense because a local increase in 
capillary permeability permits the deposition of still larger amounts of the offending 
agent. Nutrition plays an important role in both of the above arthritides. 

There are specific arthritides accompanying gastro-intestinal disease: bacillary 
dysentery, typhus infections, and infectious jaundice, Deficiency diseases also are ac- 
companied by arthritic symptoms, for example, arthritis associated with scurry, 
pellagra, beriberi, and others. Medicaments used in the treatment of arthritis pro- 
duce an irritating and sometimes a deleterious effect in the gastro-intestinal tract. 
Unless a history of ingestion of such drugs. i.e.. aspirin, cincophen, colchicine, vitamin 
D. or injections of gold salt, prostigmine and steroids is obtained, the physician may 
be at a loss to eliminate the gastro-intestinal disorder, It is well to inquire into the 
nature of previous therapy. 

To make the treatment of the arthritides therapeutically profitable to the patient, 
the physician must give serious consideration to the gastro-intestinal system in mak- 
ing a diagnosis and in outlining a therapeutic regime. 26 references.-duthor's ab- 
stract. 


Peptic Ulcer in Man, Part 4. A New Antacid Made To Meet Requirements of Antacid 
Therapy, Chemical and Laboratory Work, Chicago, IIL Am. J. Digest. 
Dis. 18:1-7, Jan. 1951. 

The use of sodium carboxymethylcellulose, having one sodium carboxymethyl! group 
per glucose unit, has been investigated as an antacid for the therapy of hyperacidity 
and peptic ulcer, Studies on normal subjects, on patients, in vitro studies assays on 
gastrostomy dogs, and on dogs with histamine beeswax ulcer, were performed, Ac- 
cessory studies were done on guinea pigs and rats. The results indicate that sodium 
carboxymethyleellulose is an efhcient neutralizer of gastric acidity, that it protects 
dogs against histamine beeswax ulcer, and that it does not constipate but acts as a bulk 
laxative. It functions chiefly as a nonsvstemic buffer in neutralizing gastric secretions. 
It has the property to stick to the gastric and duodenal mucosa and form a viseid, 
protective coating, It retains antacids like carbonates or magnesium oxide and spas- 
molytie drugs for prolonged periods of time in contact with the gastric and duodenal 
mucosa, and makes these adjuvants more effective than if they were given alone, A 
similar preparation has become available under the name of carmethose, 4 figures. 


3 tables. duthor’s abstract. 
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Rubellin—A New Digitalis-Like Drug for Heart Disease. Some Experimental and 
Clinical Experiences with lts Use. BARNETT I8Aacson, Cape Town, South Africa. 
South African M. J. 24:901-12, Oct. 28, 1950. 


Rubellin, a glycoside newly isolated by Louw of Onderstepoort, Transvaal, was 
obtained from Urginea rubella, a member of the natural order Liliaceae, Sapeika has 
shown pharmacologically that rubellin has a digitalis-like action, Barnett Isaacson 
confirmed this clinically by experiments on cats and humans. Therapeutic doses on 
the cat produced a decrease of the cardiac rate without significant changes in the 
configuration of the complexes in the electrocardiogram; while toxic doses produced 
impure auricular flutter, ventricular paroxysmal tachycardia, and widening of the 
QRS complex. In man, the effective dose was 0.003 mg. per Kg. of body weight intra- 
venously, Isaacson found it effective in patients with heart disease, with either normal 
or abnormal rhythm, acting best in cases of auricular fibrillation and congestive 
failure. 

In its speed of action it was found to approach strophanthin and digoxin, and its 
effect on the electrocardiogram resembled digitalis. Intravenously, it was found capable 
of producing full action within two hours; digitalis may be given by mouth because 
rubellin has a quick action which lasts until the oral digitalis begins to take effect. 

On treating 14 patients, a reduction of the heart rate was produced in 12; a pro- 
longation of the P-R interval in 3 cases; no appreciable changes in the QRS complex, 
depression of the ST segments in 8 cases; and inversion of the T where T was orig- 
inally upright and restoration to the upright where T was originally inverted in 
case. 

Extrasystoles were noted in 3 cases, the Wenckebach phenomenon in 2, and auricu- 
lar fibrillation in 1 case when toxic doses were used, There was a decrease in venous 
pressure in 6 cases of congestive heart failure, loss of weight in 5, with reduction in 
size of the heart noted radiologically in 1. 

The toxic effects were not greater than those of digitalis, Rubellin would appear 
to be of value in cases of vomiting and unconsciousness and where immediate treat- 
ment of congestive cardiac failure is imperative, provided it is certain that no other 
digitalis body has been taken within the preceding 10 days. 11 references. Author's 
abstract. 


The Effect of Cortisone Upon the Experimental Cardiovascular and Renal Lesions 
Produced by Anaphylactic Hypersensitivity, ARNOLD RICH, M, BERTHRONG, AND 
IVAN BENNETT, JR.. Baltimore. Md. Bull. Johns Hopkins Hosp. 87:549-64, Dee, 1950. 


Forty rabbits were sensitized with horse serum in the manner known to favor the 
development of periarteritis nodosa, cardiac inflammatory lesions, and acute glomeru- 
lonephritis. Half were treated with cortisone. the remainder serving as controls. Well 
marked vascular or cardiac lesions or both developed in 17 of the 20 control animals. 
and in only 4 of the 20 cortisone-treated animals. This conforms with our previous 
observations on the inhibitory effect of ACTH on the development of cardiovascular 
lesions of hypersensitivity. 
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Sensitization by the procedure used in these experiments produced acute diffuse 
glomerulonephritis with the cellular proliferation of the glomerular tufts that is 
characteristic of most cases of human acute glomerulonephritis. Both cortisone and 
ACTH inhibited the development of this proliferative glomerular lesion, but whereas 
effective treatment with ACTH maintained the glomeruli in a normal state, treatment 
with cortisone induced the development of a quite different type of severe glomerular 
damage with accentuated hemorrhage, which has its counterpart in some cases of 
human acute hemorrhagic glomerulonephritis. In many of the cortisone-treated ani- 
mals there was massive deposition of glycogen in the liver, fat droplets in the liver 
cells. lipemia, and conspicuous extramedullary blood formation in the spleen, 9 ref- 
erences, 4 figures. Author's abstract. 


Cardiac Catheterization in the Diagnosis of Congenital Heart Disease. 3. 4, BOONE, 
Charleston. J. South Carolina M. A. 47:50-52. Feb. 1951. 


The history of the development of cardiac catheterization as a diagnostic procedure 
in congenital heart disease is reviewed and the method used in the author's laboratory 
is described. Several illustrative cases are presented. Author's abstract. 


Congenital Heart Disease, 1, Clinical Considerations, DOWNING, Newark, 
N. J. J. M. Soe. New Jersey, 48:8-11, Jan. 1951. 


Proper evaluation of an individual with congenital heart disease often depends 
on specialized diagnostic procedures, such as angiocardiography and cardiac cath-teri- 
zation, However, the physician who first sees the patient should be sufficiently ac- 
quainted with the various entities to make an exclusion diagnosis at least. The usual 
clinical and roentgen features of many of the more common congenital cardiac anom- 
alies are discussed briefly. The anatomic diagnosis of the lesion should be made 
as early in life as possible. If the condition is found to be operable, an emergency 
surgical procedure can then be carried out at any time the infant's condition makes it 
necessary. Author's abstract, 


Physiological Aspects and Treatment of Emphysema, GoRvDON, H. L. MOTLEY, A. 
THEODOS, AND LANG, Philadelphia, Pa, Geriatrics 5:303-09, Nov.-Dee, 1950, 


The term emphysema designates the condition of distended pulmonary alveoli. It is 
characterized in the broadest sense as a localized or general distention of the lungs 
occurring chiefly in middle age or later. The various types are classified as hyper- 
trophic, foeal, compensatory, and senile emphysema, The condition develops inde- 
pendently or in association with chronic pulmonary disease. and may be a concomitant 
of the aging process, In the discussion of emphysema of the aged, the hypertrophic 
and focal types are especially considered. 

Function impairment of emphysema is concerned with the decreased movement of 
air in and out of the lungs. In complicated emphysema, as in associated vascular 
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deterioration, there is the additional factor of interference with gas exchange between 


the alveolus and general circulation. 


Treatment of emphysema relates to general management and symptomatic relief, 
While rest is indicated in elderly persons, it is emphasized that undue physical inae- 
tivity is harmful. Indeed, a happy medium is required in order to maintain the maxi- 
mum degree of pulmonary function and to facilitate resolution of intercurrent infee- 
tion, Drug treatment for emphysema is disappointing; the expectorant drugs and 
sedation commonly used are more disturbing than effectual, and codeine favors the 


retention of secretions, In failure of the circulation due to primary myocardial dis- 
ease there may be some benefit from digitalis and theobromine derivatives, but these 
drugs exert no useful action in cor pulmonale, Mercuhydrin, given intramuscularly 
once weekly, is sometimes effective for controlling persistent edema, It is essential to 
maintain an adequate intake of protein. 


Intermittent positive pressure breathing is a useful adjunct in treatment. The mech- 
anism relates to: (1) active inflation of the lungs under positive pressure from a 
eveling valve with maximal peak pressure at the mouth adjustable from 0 to 30 em. 
of water: (2) passive deflation induced primarily by the elasticity of the lungs and 
chest wall; and (3) eveling which follows the patient's own pattern of breathing, The 
results provide increased alveolar aeration, favoring a reduction of residual air in 
the lungs as noted especially in cases with intercurrent infection of the respiratory 
passages, It is customary to use 100 per cent oxygen with aerosis (vaponefrin and 
neosynephrin), The treatments are given two or three times daily for the acute epi- 
sodes and two or three times weekly for mild or continued manifestations (dyspnea, 
bouts of cough, and dificult expectoration), The usual period of treatment is 15 
minutes, It is advisable to limit the dosage of aerosols to 8 drops — larger doses may 
cause palpitation, While the value of intermittent positive pressure breathing is chietly 
symptomatic for the relief of dyspnea, certain objective effects have been noted. For 
example, it promotes bronchial drainage, provides more uniform alveolar aeration 
and protects against atelectasis, increases lymph flow from the lungs, combats acute 
pulmonary edema, provides a form of breathing exercise, improves muscle tone, and 
favors the uniform distribution of aerosols. The greatest value in the aged is to increase 
the possibilities for increased physical activity, 


\ preponderance of abdominal movements in breathing is characteristic of advanced 
emphysema, At first it appears helpful in moving air in and out of the lungs during 
respiration, As abdominal breathing becomes a requirement or a habit, the vertical 
excursions of the lungs are accentuated, the horizontal movements limited, While the 
apices become less and less active, the bases remain overactive. stretched, and dis- 
tended, With progressive emphysema, the diaphragm is lowered and reduced in fune- 
tion, dead air accumulating in the bases. Accordingly, the initial value of compen- 
satorv abdominal breathing is lost. Abdominal compression, as obtained from wearing 
a special type of abdominal support, will elevate the diaphragm to the levels of expira- 
tion, providing an improvement of breathing with reduced cough and facilitated 
expectoration, 7 references. luthor’s abstract. 
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AN USOL,. HEMORRHOIDAL SUPPOSITORIES 


for more than half a Century. 


ANUSOL* HEMORRHOIDAL SUPPOSITORIES 
promptly and effectively relieve 

the pain and discomfort of the common 
anorectal disorders. 

ANUSOL* HEMORRHOIDAL SUPPOSITORIES 
, do not contain narcotic or analgesic 
“Se SS drugs which may mask more serious 
4 anorectal disorders. 

For best results one ANUSOL* 

in the morning and at bedtime and 
immediately following each evacuation. 


“WARNER? foil wrapped, are available in boxes of 6, 12 and 48. 


WILLIAM R. WARNER 
Division of Warner-Hudnut, Inc. 
U.S. Pot. Of NEW YORK 10S ANGELES LOUIS 


the measure of hemorrhoidal suppository... 
‘WARNER’ 
Preferred and Prescribed by Physicians : 
AN USOL,. HEMORRHOIDAL SUPPOSITORIES, individually = 


‘University Microfilms 


(313 N. First Street, 
Ann Arbor, Michigan 


ANTIBIOTIC DIVISION 


The only broad-speetrum antibiotic available 


in concentrated drop-dose potency, Crystalline 


Terramyein Hydrochloride Oral Drops provide 


200 mg. per ce.; 50 mg, in each 9 drops, 
Indicated in a wide range of infectious diseases, 
Terramycin Oral Drops are miscible with most 
foods, milk and fruit juices, affording optimal 


ease and simplicity in administration, 


Supplied 2.0 Gm. with 10 ce. of diluent, 


and calibrated dropper. 


CUAS. PRIZER & COL Brooklyn 6, N.Y. 
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